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PREFACE. 



iNplacingthistranslationofFrofesBor Bouchard 'a "LecttircB 

on Aato-Intoxicntion iu Disease" before my medical bretbren, 
I feel that I am performing a service highly useful to the pro- 
fession. No apology is required from me, unless it Iw for the 
failnres on my part to render fluently into Englieb the meaning 
of tbe French text. I have tried, as far as possible, to give a 
literal and a readable translation. 

Bouchard deals, iu his " Auto-Intoxicatioa," with subjects 
of every-day interest to the medical practitioner. Many of the 
facts therein alluded to can no longer be ignored. Putrefactive 
processes in the intestinal canal and the development of physi- 
ological and patbologicftl allialoids play an important part in 
many diseased processes until lately unknown or misunder- 
stood. These lectures may, therefore, be regarded as an inquiry 
into the operation of poisons introduced from without or gen- 
erated within the body of man, and the part they play in health 
and disease. No subject commands a greater interest; none 
demands more serious study. 

Death frequently carries off in a few hours or days individuals 
who are in the prime of life and in apparent good health, and at 
whose post-mortem the most careful examination fails to reveal 
alterations of structure such as can explain the fatal stroke. 
Epidemics, not of a specific character, but traceable to poisoned 
■water or food, have unexpectedly appeared in certain neighbor- 
hoods ; or members of a marriage party have died without much 
warning, death being attributed, and very properly, to some 
article of diet partaken of at the wedding-feast. These are tbe 
cases that have aroused public opinion and awakened profea- 
aional interest in a subject toward the elucidation of which the 
pathological chemist has vied with the bacteriologist. 

The investigations of Selmi, Brieger, Pasteur, Frankel, Hnn- 
kin, Martin, and Bouchard, not to mention others, have shown 
how disease may depend upon the presence in the system of sub- 



BtanceB capable of combining witli acids to form cbemical BaTti 
aiid which correspond to inorganic b.dA vegetable bases. It 
-was to these substances that the Italian toxicologist, Sclmi,gave 
the name of ptomaines, — by which is meant chemical compounds 
basic in character, and formed by the action of bacteria upon 
organic matter. It ia owing to these basic properties and their 
resemblance to vegetiible alkaloids that ptomaines are sometimes 
spoken of as putrefactive or vegetable alkaloids,— the term leuco- 
maines, or animal alkaloids, being reserved for those basic sub- 
stances resulting from tissue metabolism in the body. 

Without discussing the question as to whether ptomaines 
are poisonous or not, — for Bouchai-d in these pages confines him- 
self rather to the general action of animal poisons than to a 
designation of them, — it is sufficient to state that all ptomaines 
are not poisonous. Some are quite inert. Brieger restricts the 
term ptomaine to the non-poisonous basic products, whilst those 
that are poisonous he calls " toxins." Ptomaines contain 
nitrogen, and in this respect they resemble vegetable alkaloids. 
Many of them contain oxygen, whilst in otbers this is awanting, 

The one invariable circumstance surrounding the development 
of ptomaines is the part played by bacteria. As ptomaines owe 
their development to the activity of mici'o-organisms it must 
follow that the alkaloid formed will depend upon the peculiar bac- 
terium present, the nature of the material acted upon, the con- 
ditions under which putrefaction goes on, and probably, too, upon 
the health of the individual in whose body the putrefactive proc- 
esses are taking place. It has frequently been demonstrated how 
the nature of the soil alters the character of the micro-organisms 
that have flourished upon it. Temperature exercises its own pecu- 
liar influence. Some bacteria, too, require oxygen, whilst others 
are capable of thriving apart from it. Thus it was that Pasteur 
divided bacteria into two classes, — the aerobic and the anaerobic. 
When putrefaction occurs in the presence of air, the ptomaines 
formed naturally difiFer from those produced under conditions 
from which air ia largely excluded. At all times they are ex- 
tremely subtle. Occurring as transition products in the proc- 
esses of putrefaction, ptomaines are to be regarded as " tem- 
porary forms through which matter passes while it is being 
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Stormed ^j the activity of bacterin from the organic to the 
inorganic state" (Vaughau and Novy, " Ptomaines and Leiico- 

maines"), The daiiy round of htiman life ie a repetition of in- 
tegrations and disintegrations, of processes of building up and 
breaking down. Metabolism is taking place everywhere within 
the human body, with the result that tlie complex molecules of 
brain and muscle in their catalysis-pass through intermediate 
stages, and are finally resolved into carbonic acid, water, and am- 
monia. We do not know what part oxygen plays in putrefaction, 
but the researches of Pasteur Imve shown how important is the 
role played by myriads of micro-organisms. We are forced to 
acknowledge the great impetus given to disintegrating processes 
in organic matter by bacteria. In no part of the body is thia 
more true than in the intestine. At the present time it is a 
debatable qnestion as to how far even normal digestion may 
not be aided by the multiplication of micro-organisms. Pas- 
teur has isolated as many as seventeen microbes in the mouth. 
Some of these dissolve albumen, gluten, and casein, whilst others 
are capable of converting starcb into glucose. Conaidering the 
mnltiform changes that take place in the small intestine during 
digestion, — changes of a chemical, putrefactive, and fermentative 
nature, — there must be prwUiced substances of a highly complex 
nature — alkaloids or ptomaines — which, when absorbed into the 
system, may serionsly affect the vitality of the individnal. We 
are all, to some extent, protected against the injurious effects of 
micro-organisms by the fact that the products secreted as the 
result of microbal activity react upon the organisms themselves, 
and thus limit their longevity. 

It is the function of the gastro-intestinal juices, aided by the 
movements of the stomach and intestine, to convert foods into 
such solnble forms that they can be utilized by the economy. 
Landois and Stirling show how undigested proteids and their 
derivatives may be acted upon by fungi. " Many fission fungi — 
e.g., bacillus stibtilis and the spirillum of cheese — can produce a 
peptonizing ferment; so that a small amount of the peptonizing 
done in the intestine may be due to microbes." This, though 
not proved, has been rendered probable by the experiments of 
Tignal. " From the normal intestinal mucus Babes has isolated 
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five Species of bacteria. wLiist aii enormous number of micro- 
organisms exist in tlie large inteatiue and fieces. All these 
organtsros resist the action of tbe digestive fluids, save a fen, 
wliictt are diaaolved by tbe gastric juice. The researches of 
Duclaiix, Vignal, and othei-B bave shown that certain of these 
micro-organisms secrete soluble ferments identical in their action 
with the ferments of tlie digestive juices. Vignal states that cer- 
tain of these organisms contribute to the dissolution of food in tbe 
intestine. It is certain that thej' contribute to many processes 
of fermentation and decomposition which go on in the intestine. 
During fcetal life these organisms are wanting, but they are 
niimeroua a few days after birth. In this connection we cannot 
fail to remember that bacteria by their action can produce in albu- 
minous fluids iitbumoses and peptones, ami that the former bodies 
are now regarded hy bacteriologists aa stibstances which play an 
important rBIe in many pathological processes " (Laudois and 
Stirling, " Physiology," page 344). 

Bouchard, in his "Auto-Intoxication," clearly indicates to us 
that man is constantly standing, as it were, on the brink of a 
precipice ; he is continually on the threshold of disease. Every 
moment of his life he runs the risk of being overpowered by 
poisons generated within his system. Self-poisoning is only 
prevented by the activity of his excretory organs, chiefly the 
kidney, and by the watchfulness of the liver, which acts the part 
of a sentinel to the materials brought to it liy the portal vein 
(Vom tbe alimentary canal. Disease is not something altogether 
apart from the individual. Tbe patient and his disease are too 
often fonnd living nnder identical conditions. 

Lauder Brunton, in his " lutroduction to Modern Thera- 
peutics," devotes considerable space to the discussion of this 
all-important subject. Chemical investigation has shown bow 
disease depends upon tbe pioducta of putrefaction and fermen- 
tation, rather than upon the direct action of the microbes upon 
the tissues. It is this fact which renders knowledge of the life- 
history of bacteria so valuable to us ; for, long after the microbes 
bave been destroyed the enzymes, or ferments, which Lliey formed 
continue to act, and are not destroyed by a temperature which is 
destructive to the orgiiuisms themselves. 
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Scarcely a month paaaea without a death being reported and 
traceable to a meal of tainted meat. Dr. Stevenson, of Oiiy'a 
Hospital, has recently demonstrated the far-reaching and fatal 
consequences of such a diet. I myself have reported lately in 
the Lancet a case of acute peripheral neuritis, ending in rapid 
death, and due in all probability to certain viands partaken of 
at a particular banquet. The cooking of meat, already tainte<l 
by the presence of microbes, whilst it is destructive to the organ- 
isms, Btill allows the ferments they have formed to carry on their 
work of decomposition. It is thus that the cold meat or beef- 
Bteak pie which forms the material substratum of the Monday's 
dinner, though eaten with impunity when hot on the previous 
day, becomes a source of danger. Of this I had a striking illus- 
tration a few years ago, in the industrial soJiools of this city, of 
which I happen to be the honorary physician. A certain Sun- 
day's dinner of ronst beef had lieen enjoyed by all the inmates 
of the school. On the following Tuesday morning there was 
an epidemic of diarrhcea in the school such as had never been 
witnessed before, there being upward of one hundred ca^es. 
Several of the older lads were not slow to express the opinion 
that their food had been drugged by materials taken from 
the surgery. The case, however, was perfectly clear. Those 
children who had not partaken of the slightly warmed-up cold 
meat left over from the Sunday's dinner — although placed under 
the same dietetic conditions, except as regards that one par- 
ticular meal— alone escaped. It is to sulyects such as these 
that Bouchard draws special attention, and shows the efficacy of 
intestinal antisepsis. 

Setting aside the chapters on the " Toxicity of Urines," and 
in which Professor Bouchard is, perhaps, seen to greatest advan- 
tage, the lectures devoted to typhoid fever and cholera contain 
suggestions of considerable value from a therapeutic point of 
view. It is only lately we have come to recognize that, once the 
dangers incidental to typhoid fever have been successfully over- 
come, there are risks yet to be met ; in a word, auto-intoxication 
from poisons generated within the intestinal canal. There are 
few medical men who have not had some experience of the suc- 
cess which has followed the administration of intestinal anti- 
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septica in enteric fever. In my own consulting prnctioe I bave 
used beta-uaphthol with excellent results. I can recsill one case 
in particular, wliere a young gentleman, in tbe flftli weelt of en- 
teric fever, was bo prostrated and blanched by intestinal dia- 
cliai'gea that he could not be turned in bed without fainting, with 
an almost imperceptible pulse, a temperature of 105° to 106° F., 
almost ill extremis, and whose life I consider was saved by beta- 
nnphthol and other intestinal antiseptics. We know that naph- 
thalin is sparingly soluble, and that it passes to a large extent 
unchanged through the alimentary canal. No one denies to it, 
however, the power of destroying the disagreeable odor of the 
motions. Salol, or the salicylate of phenol, has also given ex- 
cellent results. Having passed through the stomach undecom- 
posed, it comes into contact witii the pancreatic juice in the 
duodenum, and is thereby split up into salicylic and carbolic 
acids. The latter is set free where it is required, but, as Bruntou 
says, it has the disadvantage of being poisonons, and so betol or 
salicylate of beta-naphtliol is to be recommended instead. All 
the substances belonging to the phenol class may be regarded as 
nntiseptics in the largest sense of tlie word. Outside the system 
they readily arrest tbe development of germs, but within it their 
action is not so definite. They are antiseptics so long as they 
are not absorbed. Once this occurs, the antiseptic power of 
the phenols is suspended. I'liey then form non-antiseptic com- 
pounds, Hoelscber in his experiments having shown that the 
blood does not become sterile even after large doses of guaiacol. 
A fairly large experience of tbe treatment of certain diseases 
in which the blood is poisoned — e.g., puerperal fever, certain 
forms of pneumonia, ulcerative endocarditis, etc. — has led me to 
place considerable reliance upon tlie efficacy of the phenols. 
When absorbed they no longer exercise a direct action upon tlie 
germs, but they exert another action, viz., a de-poisoning one. 
Seifort and Hoelscber maintain that when the phenols are ab- 
sorbed they induce a de-poiaoning of the body by combining 
with and eliminating the toxic albumens produced by the action 
of disease germs. Phenols are not found free in the blood. 
They are eliminated in the urine as ethereal sulphates, in tbe 
form of salts that have resulted from the oxidation of some com- 



pound of the plienolB with tillMnuen, and, to a large extent, i 
toxic albiimena, the result of the vital activity of germs. It is 
believed that the coinpoands of toxie albumens and phenols 
are non-toxic. They quickly undergo oxidation, hence the ap- 
pearance of phenols in the urine as ethereal sulphates. Chemical 
disintegration and recombinations undoubtedly occur, and to 
these must be attributed, by the process of de-poiBoning just 
alluded to, the good results that follow the administration of 
antiseptics in certain forms of blood-poisoning. Under all cir- 
cumstances a rigid intestinal antisepsis cannot but be of the 
greatest possible utility. 

The salols pass through the stomach without undergoing •] 
decomposition. In the small intestine salols and phenols e 
split up into their antiseptic constituents: salol into salicylic and'1 
carbolic acid, betol into salicylic acid and beta-naphthol, whilst 
gnaiacol carbonate — the new remedy for phthisis — decomposes 
into guaiacol and carbonic acid. 

I shall leave the rea<ler to follow Dr. Bouchard in his criti- ] 
cism of cholera and its relation to the comma bacillus. 

The part played by auto-intoxication in mental c 
attracting attention. In the Medical Week. August 11, 
there is a lengthy report upon the subject as discussed, at the " 
French Congress of Psychological Medicine, by Drs. RtSgis, 
Chevalier-La van re, and others. It has long been known that the 
various fluids of the body undergo modifications in the insane. 
Recent investigation has shown that the urine is much less toxic 
than normal in cases of mania, while the lethal action of this 
fluid is increased in melancholia. Maniacal urine gives rise to 
excitement and convulsions when injected into an animal, while 
the injection of urine from a ease of melancholia is followed by 
depression of spirits, restlessness, and stupor, — a proof that 
auto-intosi cation is the cause and not the effect of the mental - 
condition. Besides, in the mental disorders that arise during 
the course of such infectious diseases as tj'phoid and other 
eruptive fevers, as well as in puerperal fever, there is little doubt 
that these disturbances are due to the action of pathogenic 
organisms, either directly or indirectly through the influence of 
their toxins ; and according to the stage of the illness, so is the 
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character of the mental symptoms. One has only to mention 
these facts to throw into bold relief the excellent results that 
frequently follow the administration of antiseptics and excitants 
to the emunctories. 

This translation is given in the hope that English readers 
may find in its pages much that is interesting from a pathological 
point of view, and much that is valuable and suggestive from a 
therapeutical. For mistakes attributable to myself I crave in- 
dulgence ; for Americanisms in spelling I am in no way respon- 
sible. As a translation, I am only too conscious that the work 
is far from being perfect. If, however, the book serves a useful 
end, I shall be fully repaid for the time and labor I have spent 
upon it. 

I cannot draw this preface to a close without thanking Pro- 
fessor Bouchard for the freedom he has allowed me in translating 
and publishing this work, and also of expressing my sense of 
indebtedness to my friend and clinical clerk, Mr. Wm. TumbuU, 
for his kindness in revising the proofs, and for the great help he 
£as afforded me in drawing out the index. 

Thomas Oliver. 

7 ELIilSON PliACB, NKWCASTIiK-UPON-TYNK, 

January, 1894. 
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Lectures on Auto-Intoxication. 



LECTURE 1. 
Pathogenic Processes in the Main. 

Prepooderance of patbogenesis in the preoccupations of contemporary medicine. 
The four great pathogenic processes : primary elementary dystrophies ; neiTe 
reactions ; previous disturbances of nutrition ; infection. Influence of 
earlier disturbances of nutrition upon the production of most of the chronic 
and of many acute diseases. Definition of diathesis considered as a morbid 

temperament. Infection. Living nature of contagious matter. Small 

number of diseases for which parasiticism has been established with certainty. 
Extreme probability of the hypothesis according to which all contagion 
might be the function of a vegetable organism. The part which medicine 
plays in the presence of the doctrine of micro-organisms. The abundance of 
microbes around man and the relative infrequency of infection. Association 
and combination of pathogenic processes. The powerlessness, as a rule, of 
nervous reactions to determine by them alone disease. Morbid predis- 
positions established by the arthritic and scrofulous diatheses. Disease 
opportunity. Diathesis of short duration established by a nervous reaction, 
which interferes for the time being with nutrition, and opens the portal to 
infection. Diathesis acquired. Diathesis hereditary. Interrupted accidents 

In the course of diatheses. Bond between new discoveries and traditional 

medical observation. The physician has a double duty : to contend with 

microbes, and to fortify the organism against them. How disturbance 

of nutrition may produce disease. Intoxication of the organism by in- 
crease or retention of normal matter. Intoxication by the formation of 

abnormal matter. The part intoxication plays in the processes of infection. 

Five hypotheses relative to the mode of action of pathogenic microbes. The 
rdle of microbes in the formation of certain poisons normal to the organism. 

GENERAL PATHOLOGY. 

We are living in an age when it is proper to live and when 
all are interested in medical matters. It is not that medicine 
has, in any sense of the word, revived, but that she has simply 
changed her attitude of observation. 

After having devoted herself during many long j^ears to the 
verification of sj^mptoms, to the research of anatomical lesions, 
to the study of pathological physiology, she comes at last to 
study the origin of disease. What is characteristic of these 
modern days, so far as medicine is concerned, is the high place 
we assign to the study of the origin of diseases. 

' (1) 
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If the causes are innumerable, you know that the processes 
following those which induce disease can be relegated to four 
types. These four chief pathogenic processes are : (1) primary 
elementary dystrophies, {2\ nerve reactions, (3) disturbances 
antecedent to nutrition, and (4) infection. 

The first of these processes is the most simple, but it is the 
least studied, and I may add that it is almost completely un- 
known. It is that which arises from the vital activity of cells, 
when it is directly brought under our notice by some cause, 
physical, mechanical, or chemical ; from tbe lightning-stroke to 
the intoxications, or by the way of traumatism. If one neglects 
more than is necessary the study of that simple process, it is be- 
cause very often it is complicated with effects of a local char- 
acter, vascular or otherwise, which are the reflex result of ner- 
vous requirements. 

We have known for a very long time the important part 
played by the nervous system as an intermediary in the produc- 
tion of disease. Have we exaggerated it, or have we accorded 
to the reflexes a pathogenic influence greater than that which 
they have in reality ? Wlien they are set in operation in a per- 
son in good health they only rarely cause the development 
of the malady properly called ; their r61e is often to bring 
about fleeting indispositions or troubles, for a longer or shorter 
period, to the extent of realizing predisposition or the morbid 
opportunity. 

You know that those pathogenic influences are peripheral or 
central. It is in their action upon the cutaneous nerve-endings 
that cold and moisture interpose as a cause of disease ; it is by 
their direct action upon nerve-centres that disorders of the af- 
fections, changes of disposition, mental fatigue, and so many 
other psychical disturbances frequently bring about deteriorated 
health. Generally speaking, it is only a condition accessory or 
predisposing to the development of the disease ; it is rarely the 
nearest or exclusive provocative cause. 

The two other pathogenic processes of chief importance are 
disturbances antecedent to nutrition and infection. Disturb- 
ances of nutrition rule, in my opinion, the largest number of 
chronic diseases, and explain the appearance of many illnesses 
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of an acute character. I had devoted to this study the first 
years of my profession, and I have returned to it when I 
have tried to determine the exact domain of diathesis and the 
processes by which we can undertake the cure of diathetic dis- 
eases. My constant effort has been, and ray duty will, perhaps, 
be, to render to diatheses the part which is theirs by right in 
the prejudices of medicine. To do that, I have been obliged to 
disengage them from the mystic cloud which encircled them, and 
I have rendered them physiologically intelligible when I have 
said that diathesis is a permanent disturbance of nutrition, which 
prepares, provokes, and maintains different diseases, as seen in 
their location, their evolution, and pathological process. This 
was to restore to diathesis its traditional signification ; it was to 
consider it anew as a morbid temperament. 

Infection is the last of the four pathogenic processes. We 
find, again, traces of this notion very fur back in the past, but it 
has assumed form only within the last quarter of this century. 
It is what we call, or it is what, now particularly, deserves to be 
called, contagium viyum. 

The interpretation of infection has provoked the warmest 
discussions in our times. The brilliancy of certain recent dis- 
coveries has been to fascinate and to dazzle. It has caused, 
according to temperament, enthusiasm or sarcasm, infiitutition 
or dread. Infatuation or dread, — these are two sentiments 
which science repudiates. She will continue, in spite of resist- 
ance, and in spite of the intemperate displays of an exaggerated 
enthusiasm, to march, serenely and unmoved, toward truth. 

At the present time the living nature of contagious material 
is beyond all question. Ever since man has known contagion 
he has been asking himself of what it might consist. Of all 
hypotheses, not one has been verified, until the day in which it 
has been demonstrated that in the body of an individual attacked 
by a contagious disease there exist the lower vegetable organ- 
isms, capable of implanting themselves and of multiplying in 
the tissues of a healthy man, and of determining in him a disease 
similar to the original. That is the final termination of all sys- 
tems relative to contagion. 

Pemonstration has not been made for all contagious diseases; 



4 LECTURES ON AUTO-INTOXICATION. 

doubtless it is not even complete, save in a number more 
limited than we maintain. Parasiticism is established with 
absolute certainty in four diseases of man, — charbon, glanders, 
tuberculosis, and gaseous gangrene ; besides, proof is nearly 
established in blennorrhagia and erysipelas. To these diseases of 
men we may add several experimental septicaemias, — the cholera 
of fowls, swine fever, and symptomatic pustule. This is a small 
number, and yet it is large if we consider that in those cases 
alone where infection could be interpreted in a positive manner 
the solution has been universally agreed upon. Contagion has 
always been recognized as the function of a vegetable organism. 

Have we the right to generalize, and can we say that it is 
always due to the transfer of a vegetable from the contaminating 
to the contaminated individual ; that in all these cases infection 
is the result of the introduction into the economy and of the 
multiplication of a vegetable parasite? No, absolutely ; yes, if 
we are content to enunciate an extremely probable hypothe- 
sis. We surely except nervous contagion, which results from 
example. 

In regard to diseases of a contaminating nature, every time 
that we have found an explanation of contagion it has been that 
which I have just given you ; no other has been verified, no 
other is verifiable. 

Let us admit, then, at least provisionally, that each contagious 
disease is produced by a microbe. Let us wait until positive 
proof shall be furnished for those in which the microbe has not 
yet been demonstrated. We will accept without astonishment 
the announcement of its discovery, and without uneasiness the 
delays which might be caused by that demonstration. Let men 
trained to the difficulties and to the refinements of microbio- 
logical research give us this fulfillment of demonstration, and it 
will be with thanks that we will praise every one of their discov- 
eries. The r61e of the physician is not exclusively to seek the 
infectious agent; but it ought to count with him. To speak of 
microbe in the place of virus or of contagion is not to replace 
one word by another ; it is to substitute positive knowledge for 
ignorance or whim. It is, at the same time, to state this emi- 
nently practical question : What are the conditions which render 
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possible the development of the microbe ? What are the con- 
ditions which may hinder its multiplication? 

What renders possible the development of an infective dis- 
ease is not the chance meeting of man and microbe. This meet- 
ing is constant, but it is generally without result. Microbes, 
even the most dangerous, assail us. They are spread around 
us with the same prodigality that nature distributes develop- 
ing matter, and yet growth is uncommon. Infectious disease, 
too, is only an accident, because the infectious agent finds only 
exceptional circumstances favorable, — I do not say to its pene- 
tration, but to its development and its multiplication. 

The healthy man is not attractive to the microbe. Almost 
constantly invaded by infectious agents, he reacts against them, 
and in this contest keeps generally uppermost to such a point 
that often the disease does not even become apparent. 

It is not thus with him when his vitality is weakened ; then 
his means of defence diminish. Just as we see rushes become 
covered with soil where certain unusual circumstances are op- 
posed to the natural flow of water, so certain microbes may in- 
vade the human organism, whose health breaks down, whenever, 
by the fact of disordered nutrition, the chemical constitution is 
modified. 

It is, therefore, a modification antecedent to nutrition which 
renders infection possible. Disease is thus the result Of two dif- 
ferent processes, one of which can onlj' act by means of the 
other. In short, pathogenic processes are rarely isolated ; in the 
great majoi'ity of cases they are associated and combined. 

In regard to tliis complexit}^ you do not find it only where 
there is question of contagion, but also where there is question 
of the most simple form of disease, — traumatism, for example. 
In those primary and elementary forms of failure of nutrition 
where the cause directly attacks certain cellular groups, where the 
cells become detached from each other, — cruslied, soddened, — 
disease will scarcely ever be established by this unique disor- 
der of a cellular group. Nearly alwa3^s traumatism will deter- 
mine the putting into operation of new pathogenic processes, 
infection, and nerve reactions. Disorganization of cells allows 
the entrance of infectious agents, and prepares in them the mat- 
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ter that they should destroy. Besides, the cause which is capable 
of inducing alterations falls oftenest upon the nerve elements, and 
through them, as an intermediary, provokes reflex disturbances. 
Some manifest themselves in the wounded part, where the irrita- 
tion of blood, absorption, and nutrition cause work to be done , 
in an abnormal manner. Others reflect upon the whole economy ; 
the heart contracts oftener, respiration is accelerated, and the 
elaboration of material is found altered in all the cells of the body. 
Urea and carbonic acid are produced in much greater quantity. 
Nerve reaction has not only added certain peculiar features to 
local manifestations, it has bound the whole organism to" the 
work which is going on in the wounded part. 

Besides, nerve reactions nearly always borrow the co-opera- 
tion of another pathogenic process. Every nerve excitation, 
cold, shock, emotional or traumatic, may produce syncope, epis- 
taxis, diarrhoea, and polyuria. These are not, then, diseases. 
The real disease, when it is roused by nerve reaction, infers, — 
except in cases where the intensity of the stimulation is excessive 
and those wherein the nervous system is abnormally excitable, — 
infers — do I say it ? — an essential deterioration of the organism. 

In whom does a draught of cold determine a coryza or a 
bronchitis ? In every one, will you say ? Perhaps ; but especially 
in those whose health is habitually or actually altered. Amongst 
the diathetic, especially arthritic or scrofulous, you will see 
this fleeting nerve reaction produce in them lasting effects ; the 
coryza is tenacious and the bronchitis is stubborn. Disease 
will quickly follow upon nerve reaction, but it is the unavoid- 
able deterioration of the organism which may hasten its explo- 
sion, and which often renders it persistent and chronic. In the 
non-diathetic man, for the present weakened or indisposed, dis- 
ease resulting from nerve stimulation will be not less prepared 
by disturbance of nutrition, although the disturbance is only 
transitor}^, — " it is the morbid opportunit}"," the brief diathesis 
of the authors of last century. Men fatigued by overwork or 
pleasure — exposed to depressing influences — are struck by con- 
ditions, real and disease-developing, from insignificant nerve 
excitations, which would have produced nothing in perfectly 
healthy men. 
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Yery often disease induced by nerve reflex — even disease 
from cold — is an infectious illness, and we have not only in this 
particular case a new example of the association of the two dif- 
ferent pathogenic processes, but we find here the association of a 
third factor. In reality, nerve reaction could not have created 
infection : it could act only by rendering this infection possible; 
by weakening the defence which the healthy organism naturally 
opposes to microbes ; by modifying nutrition so as to develop a 
chemical medium favorable to the cultivation of vegetable 
organisms. The reaction of a disturbed nervous system induces 
temporary disturbance of nutrition. This, in its turn, opens 
the way to infection always at hand, to germs always present, 
which, without doubt, have to fulfil in nature another part, but 
which, destined to destroy dead matter, are also capable of 
destroying living matter when they find it in a state of prepara- 
tion. In this, perhaps, lies the pathogenic history of angina, of 
pneumonia, and of rheumatism. 

If nerve reaction, by corrupting for the moment nutrition, 
can produce the morbid opportunity, it may also modify nutrition 
in a lasting manner, and develop diathesis, but it will be the 
acquired diathesis. The acquired diathesis, once established, 
may become hereditarily transmissible ; and if you go back to 
its etiology, be it in the individual or in his ancestors, you will 
easily recognize that it has had for its origin the putting into 
abnormal play of nerve reactions. Let a bad alimentary hjgiene 
— cold and moisture, privation of air and light — cause an infant 
to be scrofulous, and let the permanence of the same causes 
keep up in him this nutritive disorder, which we designate under 
the name of scrofulous diathesis ; or let a young man, by 
hygienic errors, by the abuse of the table, by protracted studies 
at night, by venereal excesses, by nervous shocks, which may 
be the consequence of complete derangement of mind, as also 
of a jaded brain, develop this other nutritive disorder, which we 
designate under the name of arthritism, — in both of these each 
cell will have a tainted nutrition, and will produce cells that 
maintain the same nutritive type. And amongst these cells the 
generative elements — ovule or spermatozoon — in their turn will 
give birth to the cells of a new being, whose nutritive activity 
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will be similar to the individual that has begotten them. The 
acquired diathesis has become hereditary ; it does not recognize 
for its cause in the descendants the vice of their own nerve 
reactions. In these, nevertheless, the diathetic state really 
arises from nerve perturbations experienced by their ancestors. 
There are certain historical families whose pathological gene- 
alogy we even know, and where the reality of the origin of 
these morbid states can be verified. 

The diathetic nutritive disorder is more than a morbid 
threatening ; it is disease in activity. But how is this disease 
going to break out ? It is generally after the operation of an 
external cause which has induced nerve changes ; another 
example of the necessary association of several pathogenic 
processes. Here is an arthritic ; how will he be seized with an 
attack of gout ? Yery often after a chill, a shock, — emotional 
or from injury. Disease thus called forth in the course of a 
diathesis is an episode, a paroxysmal accident ; but this acci- 
dent, this episode, may appear spontaneously, as the consequence 
of the excess of the nutritive disorder which oftenest I'ecognizes 
as its determining cause nerve change. Some people persist in 
not making this distinction, in not seeing in gout anything but 
the gouty accession; so much so that gout would not be a 
disease, but a succession of independent diseases. But what 
explains and links the attacks together is precisely this diathetic 
state, which I consider the result of a failure of nutrition. The 
attack of gout, on the contrary, which is the paroxysmal acci- 
dent in the course of a diathesis, is characterized by an accelera- 
tion of nutrition, as I said a long time ago, and is repeated 
to-day, as if it were a noveltj^ : it is the curative attempt which 
re-establishes the broken equilibrium. 

If nerve shock is capable of thus inducing an attack of 
gout in an arthritic it will never cause it in an individual whose 
nutrition is not weakened. The nutritive derangement which 
renders possible the pathogenic influence of nerve reactions fa- 
vors also parasiticism. Is it not amongst arthritics that you see 
developed by preference pityriasis versicolor ? Is it not amongst 
the scrofulous that you see erysipelas repeated with a truly dis- 
heartening frequency ? I have multiplied examples sufficiently 
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to be able to say that, without any preliminary change in nutrition, 
man is sheltered from infection. I have excepted syphilis, 
against which he seems unprotected. It is because several 
pathogenic conditions are necessary before disease can be pro- 
duced that we generally resist harmful influences. The causes 
of disease are innumerable ; but, in order to attack and conquer 
us, the}'^ must be associated ; without this necessity they would, 
without doubt, have annihilated the human species. 

Thus, only to deal with infectious diseases, I am right, you 
see, in telling you now that the physician ouglit not to allow 
himself to be absorbed alone in the research after a microbe. He 
ought to occupy himself with the infectious agent ; but he ought 
also to retain a good deal of his anxiety for the study and research 
of circumstances which disarm the organism against the invasion 
of that agent. When the ph^^sician shall be in possession of 
this double knowledge that many diseases are produced b}^ mi- 
crobes, and that these can only act by means of a deterioration 
of the health, resulting from various pathogenic processes, he 
will recognize that the new discoveries contain nothing sub- 
versive, and that the lessons taught by ancient medical observa- 
tions are not compromised ; he will know that the part he has to 
play is still the same to-day as it was twenty years ago, and that 
whilst seeking the means of combating microbes he ought and 
he will always be obliged to sustain the forces of the organism 
and make good its defence, inspiring himself constantly with this 
truth : before every illness there is a disturbance in life, — for nu- 
trition is life. What can bring about this disturbance, — the first 
step to be overcome before becoming ill ? It may bring about a 
change in the production or distribution of the forces which lib- 
erate certain substances elaborated by the living organism. It 
may modify the matter itself, — augment or diminish it, — whilst 
preserving the normal proportion, or it may bring about dispro- 
portion of the constituent elements ; it may, in short, cause the 
appearance of abnormal substances through perversion of the 
changes associated with nutrition. From absolute increase of 
normal matter, or the production of abnormal, intoxication may 
be developed. 

Substances the most essential to the constitution of the body 
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may become hurtful when they accumulate. If the subtraction 
of water is dangerous, its excess is none the less so ; it changes 
the conditions of osmosis ; it causes a swelling up of the cells, 
and washes out their dialysable material ; it thus disturbs their 
chemical constitution, and weakens or perverts their functional 
activity. Mineral substances can, hy their excess, equally deter- 
mine accidents that are truly toxic, — the salts of potassium par- 
ticularly. The most important excrementitious material — car- 
bonic acid — could not be retained in the organism a few minutes 
without death being the consequence. The biliary acids also, if 
they do not find a free escape outwardly, produce fatal poisoning. 
All the soluble ferments elaborated by certain glands can exer- 
cise a poisonous influence, either local or general. We find 
even in certain secretions — in saliva, for example — products ex- 
tremely toxic, and which are not ferments. This toxicity is 
only partly due to alkaloids. Whatever opinion we may have 
in regard to the origin of alkaloids, it is certain that we meet 
with them in normal tissues, and it is possible that they may be 
one of the results of this disassimilation of animal cells ; but it 
is not demonstrated that these alkaloids of the normal tissues 
are toxic. It is not thus, however, with the alkaloids of certain 
products of secretion, — of urine in particular. Without multi- 
plying examples, you see that the augmentation of normal sub- 
stances, either by increased formation or retention, can induce 
quite a series of toxic accidents, some of which have already 
been named, such as asphyxia, uraemia, uricsemia, cholaemia, 
glj^csemia. 

Perverted nutrition leads up to the development of new sub- 
stances which may become toxic. There are often formed in the 
organism peptones, which do not originate in the intestinal tube, 
but which are injurious in this sense, that, being dialysable, they 
escape by the urine, and thus bring about an abnormal spolia- 
tion of the organism. There are thus produced abnormal albu- 
mens, which escape by the kidneys, and seem capable of destroy- 
ing the nutrition of the renal epithelium and of inducing certain 
nephrites. Disease also causes the appearance of abnormal 
coloring matter or of substances transformable into coloring 
matter,^amongst which are found those that, in urines, take o?* 
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a red coloration under the influence of perchloride of iron. I 
will mention leucin, tyrosin, and all the imperfect excre- 
mentitious products which arise from insufficient elaboration 
on the part of the liver, and many other toxic substances, of 
which I know neither the names nor the constitution, but 
whose presence in morbid urines I shall demonstrate to you 
physiologically. All these substances are capable of producing 
forms of intoxication, amongst which I will mention eclampsia, 
acholia, diabetic coma, and many other grave conditions, as also 
numerous indispositions. 

If intoxication is one of the accidents likely to arise from 
disturbances of nutrition let us see what infection can do. We 
have thought over many of the hypotheses bearing upon the 
mode of action of microbes. But if the anatomy of these hurt- 
ful agents is scarcely known their physiology is still less known. 
We have imagined that they act in five different ways. We 
have ascribed to them a mechanical rdle, supposing that they 
might cause obstruction in the vessels, more particularly those of 
the lung 'and the kidney. The fact is perfectly demonstrated for 
charbon and for the septicemia of Charrin ; but the microbes 
which live in the blood are rare — almost the exception. It is 
also admitted that they may induce traumatic changes, — erode 
and perforate cells. This is a hypothesis whose aid I called in 
when I established the group of infectious nephrites. We really 
find microbes in the organism, — in urine, — and we find a lesion 
of the renal epithelium. It is admissible that they have broken 
through this epithelial barrier, and that in their course through 
it they have brought about its deterioration ; but in this there 
is only probabilit3\ The history of the cholera of fowls proves 
to us that they attack muscular fibre ; in certain catarrhs of the 
bladder and vagina they penetrate in large numbers the epithe- 
lial cells. I have demonstrated in blennorrhagia that the micro- 
coccus of Neisser inhabits essentiall}^ the protoplasm of the 
pavement cells of the urethra or of the conjunctiva, and that 
the leucocytes are for it an accessory or secondary' resting-place. 
. It is also said that microbes cause death by the anatomical 
leiiona which they develop. Assuredly there is amongst them 
'Wliioh produce oedema, haemorrhage, suppuration, emphy- 
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sema, and gangrene ; but to say that they act because they pro- 
duce these effects is to solve the problem by admitting as dem- 
onstrated that which is still a matter of discussion ; the essen- 
tial thing would be to know by what process they determine 
such local lesions. 

This fourth hypothesis has been enunciated: that the mi- 
crobe, in order to nourish itself, consumes what is useful, the 
subtraction of which is prejudicial to the organism. The ex- 
ample of charbon has been quoted in support of this, and its 
aerobic bacteridium takes hold of the oxygen to the detriment 
of the blood-corpuscles. This ingenious hypothesis has not 
even received the beginning of demonstration. 

Lastly, infectious agents can produce something injurious, — 
can elaborate substances that are toxic. There, at least, and 
there only, do we find a beginning of the proof. Indeed, we 
know a good many bodies produced by the life of microbes. We 
have studied in the fermentations which they induce in the flask, 
— carbonic acid, marsh-gas, hydrogen, even sulphuric acid, am- 
monia, the ammonia compounds, the volatile fatty acids, many 
complex alkaloids whose toxicity has been experimentally 
demonstrated, indol, phenol, skatol, etc., — all can poison, for 
these bodies are toxic. They besides form soluble ferments, 
which undoubtedly play a part in the production of local 
lesions by breaking up in some way or other living cells. It is 
therefore certain that intoxication in part arises from the harm- 
ful action of microbes ; in all probability such is the part they 
chiefly play. 

It is not only in infectious diseases that we have to reckon 
with the intoxication produced by them, it is also in the normal 
state. Indeed, man, in the condition of ph3'siological life, is 
inhabited, for a considerable length of his digestive tube, by 
inferior vegetables. I have formerly shown you the toxicity of 
intestinal matter; it is in part due to the poisonous products 
elaborated b}'^ these microbes. A portion of these products is 
absorbed, disease may prevent their elimination, and there arises 
from this a poisoning. Intestinal fermentation increasing ab- 
normally, the heap of toxic matter may become such that its 
absorption produces intoxication in spite of the integrity of the 
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renal emunctory ; it is to this cause that many dyspeptic acci- 
dents ought to be referred. Thus, in the normal as in the patho- 
logical state, the organism is a receptacle and a laboratory of 
poisons. 

The object of the lectures which follow will be to find out 
what part is played by self- intoxication in the production of 
disease and morbid accidents. 



LECTURE 11. 
Production and Elimination op Poisons by the Organism. 

The healthy organism receives and forms poisons. Constant danger of auto- 
intoxication. Means by which the organism manages to escape from it. 

Origins of poisons in the healthy organism ; alimentation, especially min- 
eral substances ; the secretions (saliva, bile) ; digestion and intestinal 
putrefactions ; disassimilation of the tissues. The blood is the ebbing and 

flowing current of all the poisons. Demonstration of the presence of 

poisons in the blood. Direct demonstration is still incomplete. Indirect 
demonstration : we find in the urine, naturally or modified, the same poisons 
as in the digestive canal and in the tissues ; they must, therefore, have trav- 
ersed the blood. Opinions offered to explain the harmlessness of the 

I)oison8 of the digestive canal. Destruction or modification by dialysis in 
passing through the intestinal mucous membrane, the epithelium, and the 
capillaries (Stich). Hypothesis relating to the white cells. Protective part 
played by the liver, which stops on their passage alkaloidal poisons coming 

from the intestine (Heeger), and destroys them. Experiments of Schiff. 

Role of the emunctory organs in the expulsion of prisons. Intestinal 
emunction : the putrid diarrhoea of anatomists ; salutary diarrhoeas. Illu- 
sions relative to diarrhoea spoken of as supplementary to the renal emunction. 
Cutaneous emunction : elimination of water ; perspiration favorable to 
elimination of poisons. Elimination of volatile fatty acids : odors arising 
from the skin when nutrition is deranged. Causes of the death of animals 

which have been varnished. Pulmonary emunction, carbonic acid, water, 

volatile fatty acids : fetidity of the breath in those who are constipated and 

in hypochondriacs. Renal emunction : its preponderating infiuence. The 

kidney can eliminate all toxic products except gas. Toxicity of urine : 
danger of oliguria : critical polyuria at the decline of fevers. 

I HAVE said that the organism, in its normal, as in its patho- 
logical state, is a receptacle and a laboratory of poisons. 
Amongst these some are formed by the organism itself, others 
by microbes, — ^low forms of vegetables, — ^which either are the 
guests — ^the normal inhabitants — of the intestinal tube, or are 
parasites at second hand, and disease producing. Man is in this 
way constantly living under the chance of being poisoned ; he 
is always working toward his own destruction ; he makes con- 
tinual attempts at suicide by intoxication. And yet this intoxi- 
cation is not realized, for the organism possesses numerous 
resources which enable him to escape the intoxication which is 
(14) 
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always threatening. He throws off these toxic substances into a 
special reservoir, from which they afterward pass outward ; and, 
besides, the blood constantly subtracts from the organs the 
poisons as soon as they are formed in them. 

I have shown in the first lecture how numerous are the toxic 
substances contained in the organism. In the first rank are 
placed the mineral substances introduced with our food ; then 
come the products of physiological secretion, — saliva and bile; 
the products of digestion ; digestion, too, whilst it transforms 
albuminoid substances into peptones, also gives birth to alka- 
loidal poisons; and, lastly', toxic substances resulting from intes- 
tinal putrefactions. Without doubt, the stools eliminate the 
greatest part of these poisons which are expelled with them, 
but, nevertheless, owing to the slow movement of the intestinal 
contents, the mucous membrane absorbs a certain part of them. 
We find in the close relationship of our tissues other poisons 
which are the result of the^ life of cells. They pass out into 
the extra-cellular fluids, along with which they pass into the 
lymphatics and blood-vessels. It is, therefore, into the blood 
that all the poisons are carried, — the whole of those that are 
made by the tissues, and part of those which are formed in the 
digestive tube. Theoretically we cannot conceive how things 
could be otherwise. But, evident even as this view of the sub- 
ject appears, it must be demonstrated. Direct demonstration 
of it has onl}' been realized in a very incomplete manner. After 
ligature of the colon. Planer found HgS in the blood of the 
portal vein. Carter has there met with indigo in animals the 
subjects of intestinal derangements. I have seen, like Gautier, 
alkaloids not only in the tissues, but in the blood. Here is a 
beginning of direct objective demonstration, but it is only yet a 
resemblance. It is not a certainty. 



On the 4th of December, 1884, we extracted, by means of 
chloroform, alkaloids from 50 cubic centimetres of muscle of beef. 
These alkaloids, soluble in chloroform, give precise reactions with 
the following reagents : Tanret's solution, iodized iodine, phos- 
phonnolybdate of soda and tannin. September 3, 1884, a healthy 
rabbit is killed, then cut up into pieces ; it weighs thus minced. 
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without the abdominal viscera, 1012 grammes. It is digested in 
2 litres of absolute alcohol, to which has been added water acidu- 
lated with H3SO4, and this macerates for two days. We collect 
the alcohol as it is filtered, and again unite it to the alcohol 
which bathed the muscles of the animal, and which we obtain by 
pressure. We have thus 1896 cubic centimetres. We evaporate 
at 40° ; then the alcohol, reduced by one-third, is evaporated at 
80° (we lose by accident one-third of this). In the watery 
residue we find all the reactions usual to alkaloids. The precipi- 
tates obtained are abundant with the following reagents : Tanret, 
iodized iodine, phospho-molybdate of soda, ferric cyanide, double 
iodide of potassium, and cadmium. This residue, made alkaline 
by soda, is mixed well with ether. We decant the ether, which, 
shaken up well with a little HCl that has been added to it, is dis- 
tilled. The residue is an ethereal extract. It is precipitated 
fairly well, by means of the iodized iodine and molybdo-phos- 
phate of soda reagent. 



Indirect demonstration will be given if we find in the prod- 
ucts of excretion those poisons which we have observed in 
the tissues and in the intestinal canal; and, if it is proved that 
these poisons are eliminated by organs in which they are not 
formed, the logical conclusion will be that the blood is the 
necessary medium between the seat of the formation of these 
poisons and their place of elimination. But the poisons which 
exist in the tissues and in the intestinal canal are also found 
in the urine, either naturally or modified by oxidation or united 
to nitrogenous or sulphur radicals : oxalic acid, in the state of 
oxaluric acid ; phenic acid, in the state of compound sulpho- 
phenic acid, or phenyl-sulphurous ; bodies of the aromatic 
series, — indol, scatol, cresol ; butyric acid, as in the stomach; 
lactic acid, as in the stomach and first part of the intestine ; 
acetic acid, as it is formed under certain pathological influences, 
in considerable quantity in the whole length of the intestinal 
canal. 

We also find alkaloids in the urine : some^ show themselves 
in a modified form, as quinine ; others naturally, and without 
having undergone any previous alteration. Amongst these alka- 
loids some are soluble in chloroform, others are insoluble in this 
body, but soluble in ether ; both are found in the urine, with the 
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same characters as in tUe iuteatiiie. There is nothing in physiol- 
ogy whicb warrants us in considering all tliese bodies as products 

elaborated by the kidney ; it is the blood, therefore, nhich 
caniea tbeni there. One of the first mithoi-s occupied in the 
experimental investigation of these intoxications (Stick) thought 
thnt the poisons of the intestinal canat tnust be neutralized, 
destroyed, or undergo modifications which would deprive them 
of their toxicity, consequent upon their passage through the 
absorbent raembranes of the intestinal canal, which played the 
part of a dyalyser, through the epithelial cells and through the 
walls of the capillaries. He is astonished to find so many 
poisons in the intestinal canal and yet so few toxic accidents; 
and, considering that the poisons of the intestinal canal are 
innocuous to the animal which has formed them, whilst the same 
poisons become harmful to an animal of any other species into 
which they have been introduced by the rectum or stomach, he 
is led to think that each kind of animal has the power of destroy- 
ing of itself the poisonous substances which it forms. This is i 
a, Tiew of the matter of which we have no demonstration. 

According to Hoffmeister, the white globules play a part 
in the ti'ans format! on of peptones into albumen, since we no 
longer find in the emunctories the peptones which we have 
injected into the blood. We could, perhaps, apply this hypoth- 
esis of Holfmeister to the destruction of poisons, and say 
that the toxic substances coming from the intestinal canal are 
neutralized in the blood by the white globules. To explain 
the harmlessness of the poisons of the intestinal canal, we have in 
addition invoked the protective action of the liver. This organ 
stops, arrests, as we know, certain portions of our food; it 
impedes the passage of grape-sugar and stores up glucose 
under the form of glycogen. It plays also a protective part 
in arresting alkaloidal substances. Heeger has injected into the 
portal vein blood containing alkaloids (nicotine, strychnine, mor- 
phine, quinine). The blood examined coming from the liver 
contains less of these ; the substances injected have diminished 
by one-fourth or one-half. Perhaps the liver places itself in 
opposition to all the poisons of the organism, and robs it of 
the blood which carries them. 
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Schiff has revived the question. He operates with nicotine. 
Tiie same dose of tliis substance which, introduced into a 
peripheral vein, kills an animal, does not kill another animal of 
the same weight if we inject it into a branch of the portal 
vein. Scbiflf introduces a quantity of nicotine into the intestinal 
canal of an uninjured animal, and it is not found to be intoxi- 
cated by it. The same dose intoxicates the animal if we have 
ligatured its- portal vein, for then the toxic substance reaches 
the general circulation by the accessories of the portal venous 
system, without having passed through the liver, which would 
have arrested it. 

Fresh liver is triturated with nicotine. An infusion of this 
is injected into an animal, and it does not kill it. The same 
dose of nicotine ground up with an equal weight of renal or 
muscular tissue kills it. The liver is not alone content in 
arresting these poisons ; it destroys them. These facts have 
been experimentally verified in my laboratory by C. H. Roger, 
who, as regards this question of the protection of the organs 
by the liver, has added to our knowledge many new facts, 
which I shall have occasion to describe to you. But the alka- 
loids are not the most poisonous substances of the organism. 
This explanation is right as regards them, but is not applicable 
to all ; it is necessary to add to it this other piece of information, 
— that man escapes intoxication by the intestinal, cutaneous, pul- 
monary, and renal emunctions. 

The part played by the intestinal emunctory in the elimina- 
tion of certain poisonous substances is attested by the com- 
monly fetid stools of persons who frequent the post-mortem 
theatre. Their fetid character recalls the putrid odor of the 
emanations from the cadavera. Sometimes this emunction is 
defective ; for, if the largest part of the toxic material is thus 
expelled, a part is absorbed ; there is a defective circle for cer- 
tain molecules of poisons. We find in the intestine toxic sub- 
stances arising from the disassimilation of matter, — taurocholic 
and glycocholic acids, or their derivatives, cholic and cholalic 
acids, dyslysin, a body formed by the liver, afterward trans- 
formed in the intestine. We find these mineral salts formed 
out of bile or secreted by the intestinal glands themselves. The 
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intestine also contains gases which are not all formed there ; 
there are individuals in whom, in a very short time, an excessive 
tympanitis is developed. In such cases certain gases are 
probably secreted by the digestive canal. I do not know what 
they are, nor even whether they are analogous to those which 
bring about fermentation. We find hydrocarbons, sure enough ; 
nitrogen probablj'^ ; perhaps carbonic acid, and even oxygcMi, 
since certain aerobic microbes live in the intestine. To what 
extent are these gases poisonous? It is difficult to reply to this 
question. Those which produce hysterical tympanitis do not 
appear to be poisonous. 

From these facts follow certain applications that may be 
made to pathology. Has it not been said now for a long time 
past that there are " salutary diarrhoeas ? " People who have 
lived for several years, the subjects of diarrhoea, and retain- 
ing the appearance of perfect health, have seen their diarrhoea 
and their health disappear at one and the same time. We may de- 
rive from these facts some encouragement in inducing diarrhoea 
in certain cases, without, however, raising exaggerated hopes 
in any one, the subject of a supplementary diarrhoea, of his being- 
able to compensate the insufficienc}^ by another emunctory. We 
have spoken of the intestine acting vicariously for the kidney 
by discharges of serum. For my part, I scarcely believe in 
vicarious functions any more for the skin than for the intestine. 
In increasing more actively the cutaneous and intestinal secre- 
tions we remove a considerable quantity of water from the 
organism, but not what ought to be eliminated dissolved in the 
water. There is a certain quantity of material associated with 
a determined quantity of water, according to the emunctory b}^ 
which the water is thrown out. If, for example, there is in tlie 
blood 0.15 gramme of urea for 1000 grammes of water, the urine 
carries away 15 grammes of urea for every 1000. The sweat 
will only carry away 0.15 gramme for every 1000, exactly the 
proportion which is found not in the blood, but in the liquor 
sanguinis. Then 1 kilogramme of water, which by the renal 
channel would have carried away 15 grammes of urea, only 
carries away 30 centigrammes by the skin and the intestine. 
One emunctory can scarcely vicariate for another. 
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By the skin are eliminated water, salts in small quantity, 
carbonic acid, and some volatile fatty acids. Copious perspira- 
tions may be useful in certain intoxications, — caused by poisons, 
for instance, — not because they eliminate the poisons themselves, 
but probably because they expel from the organism the abnormal 
products which it has formed under the influence of the poisons. 

In many putrid intoxications amongst individuals who are 
the subjects of deep-seated foul sores the odor of the skin recalls 
that of their suppuration. What enables us to understand 
the useful part played by the perspiration in tiie cure of these 
morbid states is the odor which the skin takes under the influence 
of certain disorders of nutrition. Amongst hypochondriacs — 
the alienated, living in absolute inactivity, and with defective 
alimentation— fatty acids are eliminated more abundantly by the 
skin. From this arises the odor special to the places inhabited 
by men forced to this kind of life, — the odors of asylums, of 
prisons, barracks, — odors which differ one from the other. 
When nutrition is deranged, by depressing influences acting 
through the intermediary of the nervous system, we may be 
warned of its being so by the odor. 

There is in existence an experimental demonstration of the 
part which the cutaneous emunctory plays in the elimination of 
toxic substances. We know that the varnishing of the skin of 
animals produces a marked fall in the heat of the body. Is this 
the result of failure of the cutaneous respiration ? It is hardly 
probable. Is it due to the action of the varnish upon the nerve 
terminations ? Why, this reflex action is much less than faradi- 
zation, the application of cold or of heat ; besides, what these 
forms of irritation of the tissues determine is albuminuria, not 
hsematuria, convulsions, and reduced temperature. What is 
special to the varnishing is perhaps the retention of poisonous 
substances which the skin ought to eliminate. 

By the lungs are eliminated carbonic acid (1100 grammes in 
twent3^-four hours), water, ammonia sometimes, and often volatile 
fatty acids, which explain the fetid character of the breath of 
people the subjects of constipation and of hypochondriasis, and 
which are the result of a depraved nutrition or of an incomplete 
destruction of matter. By the lungs, too, are eliminated poi- 
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sonous substjviices scarcely known, to which Du Bois-Re3'mond 
has drawn attention, especially the volatile poisons accidentally 
introduced into the digestive canal (alcohols, ethers, chloroform, 
asafoetida). 

But of all the organs of elimination the most important is 
the kidney. One cannot, as in the case of the intestine, reproach 
it with being a defective emunctor}'^, capable of re-absorbing a 
part of the products which it eliminates. Absorption does not 
take place in the urinary channels, at least in the normal con- 
dition. If there is produced a desquamation of epithelium, 
intoxication, it is true, shows itself; it is then a complex thing, 
resulting not only from the re-absorption of substances which 
the kidney ought normally to eliminate, but from poisonous sub- 
stances which the decomposing urine forms in the urinarj' chan- 
nels under the influence of ferments which are found there. 

What, then, does the kidney eliminate? Everything save 
gaseous material : in the first place, water ; then two-thirds, at 
least, of the solid matter, especially mineral matter, of which you 
will not be slow in recognizing the eminently poisonous power; 
many nitrogenous substances (urea, coloring and odoriferous 
material). Certainly, all these substances are not poisonous, 
but man 3^ of them are. What is certain is that urine, taken 
altogether, is toxic. We have always regarded oliguria as a 
troublesome thing ; whereas, on the contrarj^ at the declination 
of fevers, a critical polyuria is nearly alwa3^s useful, because it 
expels poisonous substances formed by the economy during the 
illness. There may arise unpleasant S3^mptoms, according to the 
relative impermeability of the kidne3' for certain substances. 



LECTURE III. 

Preliminaries to the Experimental Study of the Toxicity 

OF the Products of Emunction. 

Necessity of demonstrating experimentally that the retention of excrementitious 
material may cause intoxication. Pulmonary, intestinal, and cutaneous 
emunctories are inconvenient for this demonstration. Choice of the urinary 

secretion for research upon the toxicity of the products of emunction. 

Comparison of the various methods employed by the experimenter for 
introducing into the organism substances the toxicity of which he wishes to 
study. Introduction by the digestive canal and subcutaneous injection 
inconvenient. Advantages of intra- venous injection. Its harmlessness ; 

its facility. Uniformity of the results obtained. Study of the action 

consequent upon the liquids employed to serve as excipients in the injection 
of poisonous substances, — water, alcohol, gl^xerin. 

There exists, as we liave said, in the organism an incessant 
tendency to toxaemia from accnmnlfltion, and from which it es- 
capes by various means, thanks to tlie part played by the liver, 
which forms an active barrier to poisons taken from the digestive 
tube, but is insufficient for those formed in the tissues, — thanks 
especially to the safeguard which is established through the 
emunctory apparatus. In order that intoxication may be 
avoided, it is necessarj' that tlie five emunctory offices should be 
in a state of anatomical and functional integrity ; that the blood, 
the circulatory apparatus, and*the nervous sj^stem should func- 
tionate normally. Everything cauglit in the meshes of these 
organs may cause intoxication. It seems, at least, that this 
should be so ; but appearance may not be real : presumption is 
not demonstration. 

If I say that death nearly always arises from intoxication, — 
because, in nearly all diseases, it is asphyxia which puts a ter- 
mination to all vital acts, and that asphyxia is an intoxica- 
tion, — I seem to be formulating a syllogism which is indisput- 
able. Yet it is only a sophism, however, for asphyxia is a 
(22) 
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complicated thing, and if intoxication from excess of carbonic 
acid is one of its factors want of 0x3- gen is another. There 
is, then, no idea so reasonable as that which requires demon- 
stration. Consequent!}', we ought to prove that the retention 
of substances destined to be eliminated by the emunctories is 
capable of producing intoxications in the doses in which these 
substances are formed in the normal organism. The problem 
to be solved is to seek for the measure of the activity of 
the toxic substances which are eliminated in twenty-four hours 
by all the emunctories combined, — and what enables us to de- 
termine this in a given time is the quantity of poison capable 
of intoxicating a known weight of living matter. We cannot 
set ourselves to solve this problem with any emunctory that we 
choose. 

Thus, amongst emunctories whose failure to functionate 
can contribute to intoxication of the organism the lung is 
beyond all dispute: without counting the other toxic substances 
it eliminates, the carbonic acid which it exhales in twenty -four 
hours would poison a man a great number of times. 

The intestine does not offer a soil for useful experiments, for 
we are powerless to make the distinction between toxic products 
which are brought there by the secretions and those which are 
formed therein. In regard to the skin, researches are embarrass- 
ing, on account of the small quantity of products secreted and 
of the diflSculty which we have of collecting them. It is, there- 
fore, from the urinary tract that we will seek for the demonstra- 
tion of the toxicity of the products of emunction ; by it, is 
reserved the speciality of eliminating toxic substances which are 
not volatile, a deduction being allowed for that which is 
destroj-ed in the liver and in the totality of the organism. 

What methods are allowed to us for the introduction into the 
organism of toxic substances ? Ingestion by the digestive canal 
is an illusory method. We are obliged to dilute the toxic ma- 
terials to make them acceptable. We introduce them into an 
organ which is continually eliminating by the stools a part of 
its contents. How can we know what quantity'' of that which 
we have introduced has been absorbed? Besides, absorption 
from the intestinal canal is very slow, and the organism has 
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time to protect itself by eliminating the poison. M. Morel- 
Lavall^e has communicated to the Clinical Society the following 
fact : In a patient who had ingested 60 gramfi^es of laudanum 
from 2 o'clock in the morning to 8 o'clock in the morning, 
washing out of the stomach removed 45 grammes of the poison. 
In six hours one-fourth only of the poison had been absorbed. 
When we proceed to the introduction of toxic substances by 
means of the digestive canal we never can know if what has 
been introduced has been absorbed, and we run the risk of 
being forced to consider substances inoffensive which are really 
poisonous. 

Injection by the subcutaneous cellular tissue is liable, in 
great part, to be similarly criticised ; elimination, it is true, will 
only be made by the blood, but absorption is slow, whilst 
emunction is rapid. It is, therefore, difficult to form an exact 
appreciation of the quantity of the injected substance which is 
contained in the blood at the precise moment at which such a 
phenomenon shows itself. Besides, the injection produces by 
itself certain disturbances which may cloak the action proper 
to the injected substance. It is painful, and provokes nervous 
reactions. It causes particularly albuminuria ; the injection of 
4 cubic centimetres of water by the subcutaneous method in the 
case of a rabbit induced this phenomenon. 

There remains the intra-venous channel. The dangers which 
were attributed to it at first are erroneous. It is almost as easy 
and quick from the operative point of view as injection into the 
cellular tissue; it is, besides, more searching, more inoffensive, 
and less painful. Thanks to it, we can, in a period equal to a com- 
plete revolution of the blood, distribute through the whole of 
the organism a known quantity of poisonous material, and know 
exactly what dose is contained in the blood at the moment in 
which there bursts forth the first indication of toxicity. 

I have made comparisons between injections of saccharified 
urine into the intra-venous channels and subcutaneously. When 
this is introduced directly into the blood glycosuria shows itself 
three minutes after the beginning of the injection. 
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INTRA-VENOUS INJECTION OP DIABETIC URINE. 

On the nth of December, 1884, into a rabbit weighing 1645 
grammes, we injected into the veins 133 cubic centimetres of 
urine containing traces of albumen and 60 grammes of sugar to 
the litre. The urine is filtered and neutralized. The quantit}'^ 
of urine injected represents 4.85 grammes of sugar for each kilo- 
gramme of the animal and 63.05 grammes for each kilogramme 
of blood. At the 33d cubic centimetre, emission of urine already 
rich in sugar. Toward the 71st cubic centimetre, fresh emission 
of urine, richer in sugar than the first, and suflSciently albumin- 
ous. At the end of the injection, third emission of urine, still 
richer in sugar than the two preceding. The temperature, one 
hour after, stood at 36.4° C. (97.5° F.). An hour and a half 
after the injection the urine is found still to contain sugar. 

December 12th. The urine contains a less quantity of sugar. 
Temperature, 40° C. (104° F.). 

December 13th. Trace of sugar; no albumen. 

December 23d. The animal is quite well. 



The same quantity introduced by the cellular tissue does not 
produce glycosuria, because absorption is so slow that the blood 
destroys the sugar as it is absorbed, without giving it time to 
reach the kidney. 

SUBCUTANEOUS INJECTION OF DIABETIC URINE. 

Sixty-five cubic centimetres of the same urine are injected 
into the cellular tissue of a rabbit weighing 1750 grammes,— 
about, therefore, 2.2 grammes of sugar for each kilogramme of 
the animal. After the injection the urine of the rabbit does not 
contain sugar ; it is albuminous. 

December 12th. No sugar. Temperature, 40.1° C. (104.2° 
F.). In the evening the animal dies. At the autopsj^, in the 
region in which the injection was made, one sees neither suppu- 
ration nor gangrene, but a reddish liquid, full of mobile organ- 
isms, round, very small, which one also finds in the liver, and 
which appear also to exist in the blood. 

The intra-venous method is the less harmful, much as this may 
appear paradoxical. One hundred grammes of fluid injected into 
the blood are not followed by any accident. The same quantity 
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of this fluid, purified, or even previously raised to a temperature 
of 100 degrees, if we inject it under the skin, causes the animal to 
die from septic accidents. It is possible that some of the in- 
fective agents derived from the intestinal tube or from without 
cause the appearance of something in the cellular tissue, modified 
by the presence of the injected fluid, which is capable of killing 
the animal ; whereas, on the contrary, when we inject into the 
veins fluid even in appearance septic, a liquid rendered opales- 
cent by the presence of bacteria, there may result from this no 
accident, or albuminuria at the most. 



INTRA-VENOUS INJECTION OP URINE RENDERED OPALESCENT BY 

THE PRESENCE OF BACTERIA. 

November 8, 1884. Urine of a patient the subject of arterio- 
sclerosis. Quantity passed in twenty-four hours, 850 grammes. 
This urine is albuminous ; it contains moving microbes, in the 
form of rods, short and numerous enough. Neutralized, and 
slightly alkalinized and filtered, it is injected into the veins of 
a rabbit weighing 1580 grammes. The quantity injected is 135 
cubic centimetres in eleven minutes, — about 86 for each kilo- 
gramme of the animal. The temperature of the rabbit before 
the injection was 40° C. (104° F.). It falls to 37.2° C. (99° F.) 
immediately after. Myosis shows itself slowly : it only appears 
toward the 80th cubic centimetre. There is emission of very 
little urine. After the injection the animal remains lying on its 
side ; its respiration is slow. The reflexes are hardly percep- 
tible. At the end of twenty minutes the temperature is 37.8° C. 
(100° F.) ; the animal is upon its paws. 

It has lost 0.8 X 2.8 X 1580 calorics . = 3539 calorics. 

The urine has absorbed 12.2 X 0.135 calorics = 1647 calorics. 

The rabbit, therefore, has made less by 1892 calorics. 

November 10th. The animal has traces of albumen. 
November 15th. It is quite well. 



Perhaps bacteria are, after a time, neutralized by the oxygen 
of the blood, especially if they are anaerobic bacteria, or if they 
are tlie common bacteria which have not yet exercised their 
influence except upon dead matter. We can inject thousands of 
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millions of certain bacteria without tlie organism being the 
least disturbed by it.* 

The process of intra-venous injection is applicable to every- 
thing that is soluble except oxj^gen. Nevertheless, it has been 
proposed at the Academy of Sciences to make intra-venous in- 
jections of oxygenized water. The splitting up of this, as I 
have observed, would be immediate, and would end in gaseous 
pulmonary embolism. At most, I liave only seen experimental 
injections utilized as a method of study, and not their appli- 
cation to therapeutics. Intra-venous injections of medicines 
into the bodies of men ouglit, according to the new order, only 
to be employed in cases altogether exceptional, — in cholera, for 
example, — or, as I have already once said, in a disease certain 
to be speedily fatal, — confirmed hydrophobia. 

It remains for us, before proceeding with the injection of 
toxic substances, to study how liquids behave physiologically 
which serve for the dissolution of those substances. The 
only excipients employed are water, alcohol, and glycerin. In 
the rabbit, distilled water, at a temperature very notably below 
that of the blood, onlj' commences to show itself toxic when we 
inject more than 90 cubic centimetres of it for each kilogramme 
of the animal, — say for 100 grammes of blood 117 of water. 
Death ensues with 122 cubic centimetres for each kilogramme of 
the animal ; that is, 157 grammes of water to 100 of blood. 
Absolute alcohol is toxic beyond 0.6 cubic centimetre for each 

♦ Watson Cheyne, in his " Lectures on Suppuration," delivered at the Royal Col- 
lege of Surgeons, London, February, 1888, has shown how the disease which is experi- 
mentally produced stands related to the number of micro-organisms injected. Taking 
cultivations of proteus vulgaris, for example, he found that ^ cubic centimetre of 
an undiluted cultivation was rapidly fatal when injected into a rabbit,— the quantity 
injected contained 250,000,000 of bacteria ; also, that 56,000,000 bacteria caused exten- 
sive abscess, the animal dying in from six to eight weeks. Fewer than 18,000,000 
seldom produced any effect. In diseases of this nature, however, many things have 
to be considered,— not only the quantity injected, but the virulence of the micro- 
organisms and the susceptibility of the animal. Mice are peculiarly susceptible to 
septicsemia; the injection of a single bacillus has induced death, whilst 4 cubic 
centimetres of a jelly cultivation, and which contained myriads of bacilli, could be 
injected into the ear of a rabbit without causing more than slight constitutional 
disturbance and local redness with swelling, which lasted only a few days. In the 
case of staphylococcus pyogenes aureus, Cheyne showed (Brit. Med. Journal, March 
10, 1888) that it was necessary to inject 1,000,000,000 cocci into the muscles of rabbits 
in order to cause a rapidly fatal result ; 250,000,000 produced simply a small circum- 
scribed abscess.— T. O. 
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kilogramme of the animal. The clot which it produces immedi- 
ately redissolves in the blood coming from other veins, and there 
arises no emboloil from it. The more alcohol is diluted, the more 
we can inject of it. The degree of dilution the most favorable 
is 20 grammes for each 100 by volume, — 20 cubic centimetres of 
absolute alcohol for 80 cubic centimetres of water ; 1.45 cubic 
centimetres of absolute alcohol carried to this degree of dilution 
produce narcosis and coma; 3 cubic centimetres kill. For each 
100 grammes of blood it is, then, necessary to take 2 cubic centi- 
metres of alcohol to produce narcosis and 3.9 cubic centimetres 
to bring about death. 

Glycerin is less toxic than alcohol. We cannot employ pure 
glycerin; it produces viscid emboli. We must prefer dilu- 
tion of it to 60 for each 100. We establish that 6 cubic centi- 
metres of anhydrous glycerin for each kilogramme of the 
animal produce muscular tremors, and that 14 cubic centimetres 
induce death, with immediate cadaveric rigidity. We know, 
then, for the future, that the substance whose toxic power we 
wish to test by intra-venous injection ought not to be dissolved 
in more than 90 cubic centimetres of water, — in more than 1.45 
cubic centimetres of alcohol, diluted in the proportion of 20 to 
each 100, or 5 cubic centimetres of glycerin, diluted in the pro- 
portion of 50 to 100 for each kilogramme of the animal. 



LECTURE IV. 
On the Toxicity of Urines. 

Admitted from all time by physicians, the toxicity of uriue has only recently 

been demonstrated. CI. Bernard and Frerichs have stated the question. 

Isolated study of some of the toxic elements of certain urines: Gabriel Pou- 
chet. Study of the toxicity of urine taken in its entirety — negative conclu- 
sion: Huron. Positive conclusion: Feltz and Bitter, Bocchi and Schiifer. 

Study of certain pathological urines: L6piue, Dupard, and Gu6riu. My 

own experiments upon the toxicity of normal urine injected eii masse by 
intra-venous channel. Reply to certain objections raised against this method. 

Choice of the rabbit as the animal to exhibit reactions. Physiological 

phenomena consequent upon the intra-venous injection of normal urine, — 
myosis, accelerated respiration, torpor, polyuria, fall of temperature due to 
diminished heat production ; survival or death, according to the dose injected. 
Discussion upon the possible causes of death. Determination of the unity of 
toxicity. Urotoxy, Ui*otoxic co-efficient. Toxicity of urines different 
according to whether they have been secreted during the waking hours or 
sleep. 

We have said that if the organism forms poisons and yet is 
not poisoned, it is because the liver stops some of them and 
that the rest are eliminated. The safeguard to the economy 
resides in having an organ of arrest and in the emunctories. 
We have admitted this idea hypothetically, but we have recog- 
nized the necessity of verifjdng experimentally this view of the 
matter, reasonable as it appears to us. From amongst possible 
demonstrations we have chosen that which consists in prov- 
ing that the emunctories really cast out externally toxic sub- 
stances and that the excrementitious products are toxic. For 
various reasons, which we need not recall, we have addressed 
ourselves, in order to verify the toxicity of excrementitious 
products, to those which the kidney eliminates, and we have 
adopted the intra-venous injection as the experimental method. 

Are urines toxic? To this question we have at all times re- 
plied in the affirmative, — so much so that there is no necessity 
to raise the question again. Upon this undebated point has 
been built the theory of uraemia. Urine is toxic : thus, when it 
ceases to be secreted the organism is poisoned. We may say 

(29) 
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that this is a true medical opinion of the matter ; but, true as it 
appears to be, it claims demonstration. CI. Bernard raised the 
question ; Frerichs has followed it up. Physicians and phj'si- 
ologists have, after these, emulously striven to find out what are 
the substances to which urine owes its toxicity, — ammonia, urea, 
etc. In all these researches it is not of the urine itself that there 
is question, but certain substances which we find in it or which 
are developed in it in consequence of catalytic changes, — car- 
bonate of ammonia, for example. It is the study of certain toxic 
substances of the urine which we have at length broached, and 
not that of the toxicity of urine in kind. We have blamed the 
coloring matter, odorous and volatile, and mineral matters, — 
potass in particular. They are, without doubt, toxic ; but they 
constitute only a part of the toxicity of urines. 

M. Gabriel Pouchet has found in normal urine alkaloids 
chemically similar to the toxic alkaloids. In 1882 I extracted 
from certain urines taken from patients the subjects of infectious 
diseases alkaloids, with which I have been able to produce, ex- 
perimentally, dilatation of the pupil, acceleration of the beats 
of the heart, — physiological effects which approach those of 
atropine. But the question here was one of abnormal alkaloids, 
or at least of alkaloids extracted from the urines of sick people. 
It is b}'' repeated attempts, made in various ways, that we 
approach the solution of the problem. 

The question, taken in its en tire tj^ dates from 1868. Muron, 
having made subcutaneous injections of urine, affirms the non- 
toxicity of it ; but the method which he adopted ought to put 
us into a state of mistrust ; we have seen why. MM. Feltz and 
Bitter (in 1881) made intra-venous injections of urine just 
as it is, and have concluded for the toxicit}'^ of urine. Bocchi 
(at the end of 1882) repeated the experiments, and also con- 
cluded that urine is toxic, considered as a whole. He has sub- 
cutaneously injected normal urine into frogs, and has killed them ; 
but amongst mammalia — the rat and guinea-pig — he has not 
produced the toxic phenomena which he met with in the frog. 
In April, 1883, Schiffer employed ethereal extracts of urine. 
He killed frogs with the extract taken from 16 to 25 grammes of 
urine, and rabbits with a quantity of extract which represents 
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1^ litres of urine ; but if he has demonstrated the toxicity of 
a product contained in urine, he has not elucidated the problem 
of the toxicity of normal urine in man, for, according to these 
experiments, it would be necessary, while the due proportions 
were observed, that man should retain in his body a quantit}'^ of 
urine equal to his own weight in order to be intoxicated by it. 
The experiment of SchifTer only proves that urine contains 
something which, in excessive dose, may become toxic. Very 
interesting experiments, regarded from a physiological point of 
view, were made in 1883 and 1884 by M. Dupard, under the 
inspiration of M. Lupine, and afterward by MM. L(^pine and 
Gu^rin ; but as these experimenters only made use of pathologi- 
cal urines, the results obtained do not demonstrate the toxicity 
of normal urines. It is necessary to return to the method sug- 
gested by Feltz and Ritter, — the injection of normal urine just 
as it is; that is what I have done, as these authors did in 1883 
and 1884, by intra-venous channels. 

It seems at first sight unlikely that one could introduce into 
the vascular system urine as it is ; and, before ever}' thing else, it 
is necessary to reply to certain objections which cannot fail to 
be raised against the legitimacy of this proceeding. And, first, 
can we, without causing accidents, introduce into the blood a 
considerable quantity of water, such as that which would serve 
as a vehicle for the solid matter of the urine? We said in 
the preceding lecture that we can inject without danger into 
the blood up to 90 cubic centimetres of water for each kilo- 
gramme of the animal. Can we inject urine as it is with an acid 
reaction? Do we not run the risk of attributing to the action 
of urine effects which would be suflTicientlj^ determined by the 
introduction of a normally acid body into an alkaline medium ? 
Theoretically we cannot afford to overlook this possible cause 
of error, although there may be reason for us asking ourselves 
if it concerns the theory of intoxication by retention in the 
blood of urine not secreted, and if the acidity might not be 
due to the action only of the renal secretion. We see neutral 
salts which have become acid after having undergone dialysis ; 
it is there a borrowed acid. In every case it would not be legiti- 
mate to compare the effects of the retention of neutral urine 
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with the injectiuii of acid urine. In fact, I linve ac ku o wieclge(^l 
tLnt tlie question of the reaction is a thing of indlfTereDce. At-I 
first the iiriue ia acid to si I'eehle degree; it coutiiina few freej 
acids; the acidity is chietly due to acid salts. I have iDJected^.a 
for the enke of comparisou, and without obtaining difTereiices ill I 
the results, acid uiiuea and tlie same urines exactly iieiil,r!ilized'l 
by carbonate of soda. Yet, to be more cautious, I have, in all 
my experiments, exactly neutralized the urines before injecting 
them into the blood. It is a precuutiou which cannot diminish 
the toxicity of urines, and which puts in the shade the objection 
announced' higlier up. Tliat mimilted, we cimnot inject into the 
blood of an animal normal urine without determining physio- 
logical phenomena and death with doses generally less and oftefl ■ 
much inferior to those in which distilled water ia toxio. ■ 

The phenomena which I am going to describe have been ob-J 
served exclusively in the rabbit. The rabbit is the best animalij 
to choose when there is q^uestion of injecting into the veins. The^ 
posterior marginal vein on the dorsal part of the face, as it 4 
spreads over the ear, easily allows of penetration taking place, 
without pveliiuinary removal of the skin, by means of a Pravaz 
eyringe. We can, even in the rabbit, penetrate directly into the 
median artery of the ear. The choice of this animal singularly 
diminishes the ditQciilties, and especially the slowness, of intra- 
venous injections. The guinea-pig, wJiich offers the same ad- 
vantages, scarcely lends itself so well for experiments in the 
laboratory, for there are economical necessitiea before which it 
is necessary to bow. 

The first phenomenon which follows the intra-venous injec- 
tion of normal urine is contraction of the pupil. After the 
injection of 10, 13, or 15 cubic centimetres of urine there 
appears a myosis, which goes on gradually increasing nntil the 
pupihary opening becomes pin-pointed. A little after the begin- 
ning of the injection we notice acceleration of respiratory move- 
ments, with a diminution of their range. Then the animal is 
enfeebled, its movements become irregular and laborious; somno- 
lence now comes on. We remark, alao, increase in the urinary 
secretion and frequency of voiding the urine. Urine increases 
more than any other material the urinary secretion. The diu- 
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resis induced by the injection of distilled water is not to be 
compared to that produced by the injection of normal urine. 
At the same time, the temperature falls. This fall is constant, 
it is true, after every intra-venous injection of liquid, but it is 
much more considerable after the injection of urine. The 
amount of heat lost by the animal is greater than that neces- 
sary to raise to the temperature of the blood the quantity' of 
liquid injected. It is a thermic fall, which is dependent upon a 
diminution of heat production. The temperature of the rabbit 
falls from 39° C. (102.2° F.) or 37° C. (98.6° F.) to 32° C. 
(89.6° F.) ; the hj^pothermia of itself in certain cases may ex-, 
plain the death. 

We also notice a diminution of the palpebral and corneal re- 
flexes ; often, too, exophthalmos. Death comes at last, without 
convulsion or with moderate muscular tremors, with persistence 
of the cardiac beats, and of contractility of the striated and unstri- 
ated muscular fibre. The pupil remains contracted after death, 
then it dilates again in some of the cases. If the smallest dose 
of urine is injected, — sufficient to produce coma, but not death, 
— the animal remains passive, with respiratory movements of 
feeble range ; chilled ; with pupillary contraction ; and with a 
polyuria such that every two minutes an emission of urine takes 
place. The superficial vessels are dilated ; the arteries beat with 
such amplitude that their pulsations are easily felt up to the tip 
of the ear. Then torpor diminishes, the fall of temperature is 
arrested, heat production goes on again, and the pupil dilates. 
At the end of half an hour return to health is definite, without 
secondary phenomena. The animal may be kept under observa- 
tion for weeks or months, without our being able to observe in 
it any pathological accident. One fact to note is, that we 
rarely set up albuminuria unless, for the most part, an albumi- 
nuria which is very slight and very Sheeting in the animals which 
survive. On the contrary, after the injection of pathological 
urines — certain kinds, at least — albuminuria is constant and 
notable ; one may witness, too, hsematuria. 

What quantity of normal urine is necessary to produce 
intoxication by intra-venous injection ? This is a difficult ques- 
tion to decide. The oscillation habitually takes place between 
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30 and GO cubic centimetres for each kilogramme of the animrkl, 
— 45 cubic centimetres, on an average. Pupillary contraction 
often begins to aliow itself after the employment of 10 cubic 
centimetres. The urine of a subject in whom abundant drinks i 
had produced a normal polyuria has been injected with im>l 
puiiitj np to 91 cubic centimetres for each kilogramme of th&l 
animal, — a dose in which distilled water is already toxic, 
urine of this same individual, who was submitted to a cliil] 
nitliout becoming febrile, Las killed with a dose of 12 cnbi^fl 
centimetres for each kilogramme of the animal. The variationtriB 
of toxicity, already large in the limits of the normal stat^Jl 
become still more considerable as we reach the border of the J 
pathological. 

Pathological urines are not always more toxic than noi-mal_| 
urines; they may be less; they may difl'er from them in pro-B 
ducing other symptoms. Certain pathological urines determine, J 
with a dose of 10 cubic centimetres, convulsions, whi 
hardly ever observe after the injection of normal urines. With! 
certain others it is necessary, in order to induce a phenomenon.,! 
of some kind or other, to inject as much urine, and even more|4 
than the dose in which distilled water causes death. Thus, dis 
ease sometimes augments, sometimes it diminishes the toxicity I 
of urine. Amongst certain albuminurias the innocuous naturej 
of the urine is a remarkable fact; the kidney seems to have I 
separated from it the toxic substances, retaining them within-J 
the organism. 

When death follows an injection of urine, we may suppose 
that it results from the mechanical action of the mass of u 
injected or from dilution of the blood. It is not ao ; fo] 
can double and almost treble the mass of blood without inconve- i 
nience. Nor is death more to be attributed to tlie general hydra- I 
tion of the body. If we reduce by evapoi'ation the quantity of \ 
urine b)' one-half, only expelling the water from it, the toxicity I 
is doubly increased. The degree of concentration of a healthy 
urine eauses its toxicity to vary: a healthy man, but oliguric, is 
more toxic than the polyuric, so far as regards an equal quan- 
tity of urine, which proves that the urine does not kill by the 
water, but by the substances which are in a state of solution 
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in the water. Whatever those substances maj^ be, it is interest- 
ing to know the degree of toxicity that they communicate to 
urines ; that is to say, the toxic power of the matter which is 
elaborated by a given weight of man and is eliminated in a 
given time by his urine. 

It has appeared to me necessary, for the clearness of later 
explanations, to create a new name, and I excuse myself for 
doing so. This neologism has for its object the denomination 
of the unit, which will serve as a term of comparison in the 
estimation of the variations of the toxicitj' of urine. I shall 
call the unit of toxicity "urotoxy "; that is to say, the toxic 
amount necessary to kill a kilogramme of living matter. This 
unit we shall determine by experiment. I shall study thus the 
urotoxic co-efficients ; that is to say, the quantity of urotoxies 
which 1 kilogramme of man can form in twenty-four hours. 

A healthy man, weighing 60 kilogrammes, passes in twentj^- 
four hours 1200 cubic centimetres of urine. If 50 cubic centi- 
metres of this urine kill 1 kilogramme of animal, 1200 cubic 
centimetres ought to kill 24 kilogrammes of the animal ; then 60 
kilogrammes of man make and eliminate bj^ the kidneys in twentj^- 
four hours what would kill 24 kilogrammes of animal. Thus, 
1 kilogramme of man forms in twentj^-four hours what would 
kill 400 grammes of an animal. In order to kill 1 kilogramme 
it is necessary to have 1 urotox3^ The urotoxic co-efficient of 
this man of 60 kilogrammes is thus 0.4. This is almost the 
normal co-efficient, which I have found to be, on an average, 
0.464. 

If 1 kilogramme of man forms in twentj'^-four hours what 
is sufficient to kill 464 grammes of animal, he forms in twenty- 
four hours almost one-half of what is necessary to kill himself. 
On an average of two days and four hours man makes a mass of 
urinary poison capable of intoxicating himself. There are varia- 
tions in the normal state for the urotoxic co-efficient, but they 
are limited. In the pathological state the urotoxic co-efficient 
rarely exceeds 2 and rarely descends below 0.10. 

The toxicity of normal urines varies according to numerous 
circumstances, — cerebral activity, muscular activity, sleep, diet- 
ing, etc. The variations bear upon the intensity and upon the 
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quality of this toxicity. The urines of sleep, although more 
dense, — more rich in solid matter, — are, in equal volumes, almost 
alwa3's less toxic than the urines of the day. In an equal time 
the urines secreted during sleep always contain an amount of 
material less toxic than that secreted during the day. Man 
elaborates during sleep from two to four times less poison than 
during an equal time of cerebral activity. 



TOXICITY OF THE URINES FORMED DURING THE DAY AND OF 

THOSE FORMED DURING SLEEP. 

September 15, 1885. We gather the urine of twenty-four 
hours of a healthy adult man weighing 81 kilogrammes and 700 
grammes. These urines are collected in three portions correspond- 
ing to the periods of secretion, having in each a duration of eight 
hours. The first portion commences from the moment of waking 
— quarter past 7 in the morning — to quarter past 3 after mid- 
day (morning period); tlie second portion from quarter past 3 
to quarter past 11 at night (evening); the third portion from 
quarter past 11 to quarter past 7 on the following morning 
(sleep). 

Urine of Eight Hours — the Morning Period, — Quant itj^ 865 
cubic centimetres; density, 1027. This acid urine is exactly 
neutralized by bicarbonate of soda, filtered, and injected into 
a vein of the ear of a rabbit weighing 1750 grammes. The 
rectal temperature of the rabbit before the operation was 
39.6° C. (103.2° F.); owing to its not moving about, the 
temperature fell at the beginning of the injection to 39.2° C. 
(102.6° F.). Contraction of the pupil began when the animal 
had received 25 cubic centimetres ; at 33 cubic centimetres, 
emission of urine ; at 35 cubic centimetres, restlessness, re- 
spiratory arrest, loss of palpebral and corneal reflexes ; death. 
At this moment the temperature was at 39.3° C. (102.8° F.). 
The heart still continued to beat for some little time. The 
temperature of the urine injected was 26° C. (78.8° F.). The 

animal was killed by the injection of £^— = 20 cubic centi- 
metres of urine for each kilogramme of the animal. 

Urine of the Eight Hours Belonging to the Evening Period, — 
Quantity, 320 cubic centimetres; density, 1028; reaction, acid; 
neutralized and filtered ; this urine is injected into the vein of 
a rabbit weighing 1560 grammes. At the beginning of the 
injection the rectal temperature of this rabbit was 40° C. (104° 
F.). At 3 cubic centimetres, quickened respiration; at 28 
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cubic centimetres myosis commences, and is complete at 36 cubic 
centimetres ; at 35 cubic centimetres, excessive movement ; at 39 
cubic centimetres, convulsions, opisthotonos, death. The heart 
continues to beat. The rectal temperature at the moment of 
death is 39.8° C. (103.6° F.). The temperature of the urine 
injected was 23° C. (73.4° F.). The animal was killed by the 

injection of ~^^ = 25 cubic centimetres of urine for each kilo- 
gramme of animal. 

Urine of the Eight Hours of Sleep, — Quantity, 220 cubic cen- 
timetres ; density, 1031 ; reaction, acid. This urine, neutral- 
ized and filtered, was injected into a vein in the ear of a rabbit 
weighing 1600 grammes. At the beginning of the injection the 
rectal temperature was 40.2° C. (104.5° F.). After 6 cubic cen- 
timetres had been injected there was quickened respiration. 
At 21 cubic centimetres myosis had begun ; at 33 cubic centi- 
metres, clonic convulsions; at 34 cubic centimetres, loss of 
palpebral reflexes, exophthalmos, and momentary' suspension of 
respiration; at 46 cubic centimetres, ver}' severe clonic convul- 
sions ; then opisthotonos and death. The heart continued to beat. 
The rectal temperature at the moment of death was 39.9° C. 
(103.8° F.). The temperature of the urine injected was 23° C. 
(73.4° F.). The animal was therefore killed by the injection of 

— ~^ — =28.75 cubic centimetres of urine for each kilogramme 

of animal. 

In equal volumes, the urines of the morning period, although 
less dense, are more toxic than the urines of the evening period. 
The totality of the urines of the morning period is represented 
by \%* = 18.25 urotoxies. The totality of the urines of the 
evening period represents ^^ = 12.8 urotoxies. The urines of the 
sixteen hours of day represent, therefore, 31.05 urotoxies; or, 
by the hour, 1.9406 ; or, by the hour and per kilogramme of man 
who has furnished the urines, 0.02375. During one hour of wake- 
fulness this man has therefore eliminated on an average per kilo- 
gramme of his weight a quantity of urinary poison capable of 
destrojnng 23.75 grammes of living tissue. In equal volumes, 
the urines of sleep, although more dense, are less toxic than 
the urines of wakefulness. The totality of the urines of eight 
hours of sleep represents 7.65217 urotoxies; or, by the hour, 
0.956521 ; or, by the hour and per kilogramme of the man who 
has furnished the urines, 0.0117 urotoxies. One kilogramme of 
man, during one hour of sleep, eliminates, therefore, a quantit}' 
of urinary poison capable of destroj-ing 11.7 grammes of living 
tissue. In sixteen hours of wakefulness this person has elimi- 
nated per kilogramme what would kill 380 grammes of animal, 
and in eight hours of sleep he has eliminated what would kill 93.6 
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grammes of animal. In the twenty-four hours (waking and 
sleeping) he has thus eliminated a quantit}'^ of urinary poison 
capable of destroying 437.6 grammes of animal. The urotoxic 
co-efficient of this man was therefore 0.4736. From this we 
conclude that, to kill 1 kilogramme of living matter, it would 
have required for each kilogramme of this man two days, two 
hours, and forty-three minutes. 

On September 19, 1885, we gathered the urine of twenty-four 
hours of a healthy adult man weighing 81 kilogrammes, 700 
grammes. This urine had been received in two portions, — 
one corresponding to the sixteen hours of wakefulness and the 
other corresponding to the eight hours of sleep. 

Urine of Sixteen Hours of Wakefulness, — Quantity, 700 cu- 
bic centimetres ; density, 1028 ; urea, 24.4 grammes for every 
1000, or 17.08 grammes for the whole of the wakeful period ; 
reaction, slightly acid. This urine, neutralized and filtered, is 
injected into a vein of the ear of a rabbit weighing 1720 grammes. 
The rectal temperature at the beginning of the injection was 
40.3° C. (104.6° F.). At the time that 23 cubic centimetres 
of urine have been injected my osis commences; the pupil is 
pin-pointed at 33 cubic centimetres; at 36 cubic centimetres, 
exorbitism, agitation ; at 43 cubic centimetres, respiratory pause; 
at 46 cubic centimetres, loss of ej^elid and corneal reflexes, 
death without convulsions. Tlie heart continued to beat. The 
pupils continued pin-pointed after death. The rectal temperature 
at the time of death was 39.5° C. (103.2° F.). The temperature 
of the urine injected was 22° C. (71.6° F.). 

This animal has, therefore, been killed by the injection of 

^^ = 26.74 cubic centimetres of urine for each kilogramme. 

Urine of the Eight Hours of Sleep. — Quantity, 225 cubic 
centimetres; density, 1034 ; reaction, acid; urea, 27.2 grammes 
for 1000, or, for the whole of the eight hours of sleep, 6.12 
grammes. This urine, neutralized and filtered^ is injected into a 
vein on the ear of a rabbit weighing 1610 grammes. The rectal 
temperature at the commencement of the injection was 40.2° C. 
(104.4° F.). Myosis commences after 21 cubic centimetres had 
been injected ; it was complete after 33 cubic centimetres ; after 
26 cubic centimetres, agitation ; at 46, clonic convulsions ; at 48, 
strong convulsions whilst in opisthotonos ; death. The heart 
continued to beat but feebly, except the auricles, which contracted 
with force. The pupils remained contracted after death. The 
rectal temperature at the time of death was 39.7° C. (103.4° F.). 
The temperature of the urine injected was 22° C. (71.6° F.). This 

animal was, therefore, destroyed by the injection of ^ ^^^^ ^ = 29.81 
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cubic centimetres of urine for each kilogramme. The urines of 
the sixteen hours of the wakeful period represent ^^ =28.1™ 
urotoxiea, or, by the hour, 1.6361 ; or, by the hour and per kQo- 
grammc of man who has furnished this urine, 0.2002. A kilo- 
gramme of man hi one bour of the wiikeful state eliminates, 
therefore, whnt would kill 20.02 grammes of living material. 

The urines of the eight hours of sleep represent ^^=7.ggS3a 
urotoxies, or, by the bour, 0.98543, and, by tlie Lour and for 
each kilogramme of body-weight of the man who has furnished 
the urine, 0.01206. A kilogramme of this man in one hour of 
sleep eliminates, therefore, wbat would kill 12.06 grammes of 
living tissue. Theve results from this that he eliminates what 
would kill, in sixteen hours of the wakeful period, 320.32 
grammes, and in eight hours of sleep, 96.48 grammes of animal. 
Therefore, in twenty-four Lours he eliminates wbat would kill 
416,80 grammes of living mattrr. Tiie urotoxic co-cfticient of 
this man is beyond 0.4168. It would require for each kilo- 
gramme of this man, in order to kill 1 kilogi'amme of living 
matter, two days, nine hours, and tbirty-flve minutes. 



During wakefulness the greatest toxicity belongs to the 
first Lalf of the day period. From a very healthy adult, I have 
gathered separately the urines of the three periods of eight 
hours, representing the whole supply of a day of twenty-four 
hours, waking and sleeping. Tbe first two periods — fromY.15 A.sl 
to 3.15 P.M., and from 3.15 to 11.15 p.m. — represent the period of 
wakefulness. The last period — from 11.15 p.m. to 7.15 on the 
following morning— had been devoted to sleep. This man fur- 
nished, per kilogramme and for every hour, in the first period 
(morning), wbat would kill 2T.92 grammes of living tissue; in 
the second period (evening) what would kill 19.58 grammes ; and 
in the third period (sleep) what would kill 11. TO grammes. The 
proportion of the urinary toxicity during these three periods of 
the day has always been sensibly shown to be the same ; it may 
be expressed respectively by the indices 1, 5, 3. A graphic 
record will allow of tlie more easy penetration into the details 
of this study. I represent a complete nycth&ifere from 10 
o'clock ot night to 10 o'clock in the morning. The period of 
sleep is shaded; it extends from 10 o'clock at night to 6 o'clock 
on the following morning : it is thus eight hours. The period 
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of wfikefiilnesa ia exactly divided into two equal parts of eight 
houi-s. Tile one from 6 o'clock in the morning to 2 o'clock in 
the afternoon represents the morning period of wakefulness ; 
the other, from 2 o'clock in the afternoon to 10 o'ciock at night, 
represents the evening period. 

The horizontal line measures the duration of the periods of 
elimination. The area of the trapezes which rest upon this line 
reprc^i'iits llii' riiiaiitity of poison eliminated in each period; the 
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vertical lines indicate by their length the intensity or the rapidity 
of the toxic elimination for every instant of the day. We see 
that the minimum of this elimination is at the moment when 
man is asleep ; that it is then nine times less intense than the 
eight hours previously, in the middle of the period of wakeful- 
ness, and five times less than eight hours later on, at the end 
of the period of sleep. We thus see that from the minimum to 
the maximum, during the sixteen hours which represent sleep 
and the morning period of wakefulness, the intensity of the 
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toxic elimination is produced with a rapidity twice greater. 
The urines of the day period do not only differ from tlie 
urines of sleep by a toxicit}^ twice greater, but the toxicity 
of these two urines presents differences of a qualitative 
character. The urines of sleep are always markedly con- 
vulsive ; those of the day period are very little or not at all 
convulsive, but they produce narcosis. It is at such a point 
that we are asked if there is no possibility of accepting the old 
toxic theory of sleep, — that, according to which, the activity of 
nerve-tissue is accompanied by the production of a substance 
from disassimilation, whose action upon nerve-cells would be 
soporific. If this theory could be revived it would be necessary, 
I believe, t6 expand it, and to attribute to the whole of the 
economy the production of narcotic material. What is certain 
is, that during the day the body forms a substance which, when 
accumulated, would induce sleep, and that during sleep it elabo- 
rates, instead of this narcotic substance, a convulsive substance 
which, when accumulated, could produce muscular twitchings 
and induce waking. 

The poisons of the da}'^ period and the poisons of sleep are 
not only different as regards intensity and qualitj^ they are 
antagonistic : the one is the antidote of the other. If we mix 
the urines of the day period and those of the night proportion- 
ately to their respective bulks, the toxicity of the mixture is not 
a mean — it is not necessarily intermediate — between the toxicit}'' 
of the urines of the day and those of sleep ; it may be less 
than the mean of those urines which were the least toxic. From 
this we know that, in order to appreciate the whole of the toxic 
matter formed by man, — in order to determine his urotoxic 
co-efficient, — it is well not to attempt the toxicity of his urines 
by employing a portion only of the mixture of the urines 
passed in the twenty-four hours. It is necessarj^ to determine 
respectively the whole toxicity of the urines of the day period 
and the whole toxicity of the urines of sleep, then to add the 
two results. In determining alone the toxicity of the mixture 
of the two urines we would get too small an index. 
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TOXICITY or THE UaiNES OF THE DAY AND NIGHT MIXKl). 

We gatliered tlie urine of twenty-four hours passed by a 
young, htiiilthy muii, aged 28, weigbing 69 kilogrmiimeB. Wo 
gathered separately tke urine of nine hours of sleep — from 10 
o'clock at night to 1 o'clock in the morning — and the urine of 
fifteen hours of wakefulness, — from T o'clock in tlie moriiiog to 
10 o'clock at night. 

Urine of Steep. — Quantity, 450 cubic centimetres ; density, 
1024. This urine, neutralized and filtered, was injected into a 
vein on the ear of a rabbit weighing 1775 grammes. Death 
supervened, after very alight convulsions, when 91 cubic centi- 
metres had been injected. The animal had thus received for 
each kilogramme 51.26 cubic centimetres of urine. 

Urine of the Day Period. — Quantity, 120 cubic centimetres ; 
density, 1014. This urine, neutralizeti and filtered, waa injected 
into a vein on the car of a rabbit weighing 1725 grammes. 
Death supervened, without convulsions, after 45 cubic centi- 
metres. The animal had thus received 26.08 cubic centimetres 
of urine for each kilogramme. 

Urine of Twenty-Four Hours. — We mixed one-third of the 
urine of sleep (150 cubic centimetres) and one-thivd of the 
urine of the day period (240 cubic centimetres). This mix- 
ture represented pretty aceui-ately the mixture of the urine of 
twenty-four hours. This urine, neutralized and filtered, was in- 
jected into a vein in the ear of a rabbit weighing 1555 grammes. 
Death supervened, without convulsions, after 73 cubic centi- 
metres. The animal had tlius received for each kilogramme 
46.94 cubic centimetres. TUe urine of sleep represented 
IJ--^=a.T78 urotoxies. The urine passed during the day repre- 
sented ^^=2r.eo7 uvotoxies. The urine of the twenty-four hours 
represented, therefore, 8.778 + 27.607 = 36.385 urotoxies ; but if 
we wished to estimate this toxicity of the urine of the twenty- 
four hours by the experiment which shows the toxicity of the 
mixture, we find that this toxicity would only be -^-^=21.925 
urotoxies. Thus, from the fact of their being mixed, the urines 
of the day and of night lose about one-third of their toxicity. 
From this we ought strongly to conclude thiit man eliminates 
during sleep urine which is partly antidotal to the urine of the 
day, or vice vemd. There would thus be, therefore, in the dif- 
ferent conditions of nerve function, different elaborations of 
material capable of giving rise to poisons antagonistic to each 
other. From this experiment we can equally deduce that this 
man was eliminating for each kilogramme of his own weight, 
every hour during sleep, sufficient to kill 14.135 grammes of 
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living matter, and during the day 26.673 grammes ; that during 
the period of twenty-four hours (day and night) he was eliminat- 
ing sufficient urinar}'- poison to kill 527 grammes of living 
matter. His urotoxic co-efficient was therefore 0.527. To in- 
toxicate his weight of living material he would require forty- 
five hours and twenty-eight minutes. 



The toxicity of the urine of sleep being only half of the 
toxicity of the urine secreted during an equal period of the day, 
we might think that the urine of repose ought to be less toxic 
than the urine of muscular effort. But it is the contrary which 
is true. One day of great muscular activity, spent in the open 
air, in the country, diminishes the toxicity of the twenty-four 
hours by one-third, and on that day the toxicity does not dimin- 
ish only during the time devoted to muscular exercise. The 
toxicity, which diminishes during work, remains less during 
the repose which follows tliis work and during the sleep which 
succeeds this day of muscular activity. This fact has, I think, 
an important bearing, — it shows that a large part of the toxicity 
is not attributable to the mineral substances, which certainly are 
not diminished by the fact of exercise, and that it depends upon 
organic substances incompletely oxidized, whose toxicity dimin- 
ishes in proportion as oxidation is more completely effected. 
We urge upon all, without insisting upon it too much, the 
interest which this experiment has from a therapeutical point 
of view. 



INFLUENCE OF EXERCISE UPON THE TOXICITY OF URINE. 

We gathered the urine of the day and of sleep of a man of 
81,700 kilogrammes, after a day of great bodily exercise, spent 
in the open air. We have for the day urine 1070 cubic centi- 
metres (density, 1020) and for the urine of sleep 243 cubic 
centimetres (density, 1027). These urines are acid. The urines 
of the day period were gathered on the 11th of October, from 
1.15 to 10.30 in the evening, and on the 12th of October, from 
7 A.M. to 1.15 P.M. We have therefore the urine secreted during 
fifteen and a half hours. The urines of sleep were received from 
10.30 P.M. to 7 A.M., i.e., during eight and a half hours. 
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Into a rabbit weighing 1360 grammes we made an intra-venous 
injection of the urine of the day period. Death supervened 
after 72 cubic centimetres, preceded by some slight convulsive 
movements. It had received, for each kilognunnie of its own 
weight, 52.94 cubic centimetres. The pupils were pin-pointed 
at. the moment of death. 

Into a rabbit weighing 1360 grammes we injected the urine 
of sleep. Death occurred after 66 cubic centimetres, after severe 
convulsions and retroflexion of the body in the form of opis- 
thotonos. It had received, for each kilogramme of its weight, 
49.26 grammes. The pupils were pin-pointed. 

Thus, during the fifteen hours and a half of the day period 
1070 cubic centimetres of urine had been secreted. This urine 
killed a kilogramme of rabbit with a dose of 62.94 cubic centi- 
metres. Man during the day has therefore secreted what would 

kill ^i kilogrammes, and for each kilogramme of man and for 

1070 

every hour 52 79x8i.7xi5 5 '^^'^^^^ kilogrammes. Therefore, during 
the day period 1 kilogramme of man secreted in one hour what 
would kill 15.96 grammes of rabbit. During the fifteen and 
one-half hours of the day 1 kilogramme of man secretes what 
would kill 247.38 grammes of rabbit. 

During eight and one-half hours of sleep 243 cubic centi- 
metres of urine had been secreted. This urine killed 1 kilo- 
gramme of rabbit with a dose of 49.26 cubic centimetres. Man, 

during eight and one-half hours of sleep, killed ^^-^ kilogrammes, 
and in one hour ^2Qy^'i ^"d 1 kilogramme of man secreted dur- 
ing one hour of sleep what would kill 4 926x86x817 ^^'^^ grammes 
of rabbit. In eight hours and thirty minutes of sleep 1 kilo- 
gramme of man secreted what would kill 60.38 grammes of rab- 
bit. In twenty-four hours (night and day) 1 kilogramme of man 
secreted sufficient to kill 247.38 + 60.38 = 307.76 grammes of 
rabbit. 

The urotoxic co-efficient of this man is, in round figures, 
0.308 : 1 kilogramme of man, in order to secrete what would 
kill 1 kilogramme requires three days, five hours, and fifty-five 
minutes. 

In equal time the urines of the day period have a toxicity 
more than double that of the urines of sleep. The exact rela- 
tionship for the toxicity of sleep compared to the toxicity of the 
wakeful period is 7.103 : 15.96 = 0.45. 

On the whole, therefore, the urotoxic co-efficient of this man, 
on a day of heavy muscular work in the open air, is 0.308. It 
was, at two periods of repose, — the 17th of September and the 
19th of September,— .0.474 and 0.417, or a mean of 0.445. The 
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relationship of the toxicity of the man who works to the toxicity 
of the man in repose is as 0.308 : 0.445 = 0.692, or, in round 
figures, O.T. Muscular effort in the open air has therefore sup- 
pressed jQ of the toxicity. In this man twice, on the occasion 
of sedentary work in town, the toxicity for each kilogramme 
and for every hour had been, during the day, 23.75 grammes and 
20.62 grammes, — a mean of 21.88 grammes, — and during sleep 
11.70 grammes and 12.06 grammes, — a mean of 11.88 grammes. 
By the fact of severe bodily exercise in the open air it became, 
during the day, 15.96 grammes and during sleep 7.10 grammes. 
The amount ^r|^=o.729. The amount ^^=0.697. 

Muscular effort in the open air diminished thus from 27 for 
every 100 the toxicity of the day, and its influence extended 
also to the period of sleep which followed work, causing a loss 
of 40 in the 100 to the toxicity of the urine of sleep. The 
causes which influence urinary toxicit}'^ may therefore act during 
the period of their application and also during a long period 
of time after they have ceased to exist. It is for this reason, 
doubtless, that the morning period is more toxic than that of 
sleep and the period of sleep less toxic than that of the evening. 



It is not sufficient to know that the urines have been rendered 
toxic by the solid substances which they contain. What are 
these substances? Amidst the different symptoms of urinary 
intoxication, what symptoms belong to such and such a sub- 
stance ? Is there no substance whose toxicity is masked by its 
union with those that are more toxic, these killing the animal 
before the first may even have been manifested, and whose toxic 
power would be shown if they acted separately ? Is there not, 
in the pathological state, a diminution of normal toxic sub- 
stances and an increase of other substances incapable normally 
of intoxicating ? There are many other questions also to which 
we must endeavor to reply. 

Before demonstrating the degree of the toxicity of urine 
taken in the bulk there is only one resting-place for our re- 
searches. It is necessary to dissect, so to speak, this mass, and 
to operate upon it in portions, in order to know intimately the 
degree of toxicity of each of the elements which compose it. 



LECTURE Y. 

Causes of the Toxicity op Urine. 

Misumi of the physiological phenomena produced by the intra-venous injection 

of normal urine. Definition of urotoxy and the urotoxic co-efficient. 

Research as to the possible causes of the toxicity of urine. Modification of 

the toxicity of urine by time, temperature, exposure to air, fermentation. 

Examination of the constituent elements of urine from the point of view of 
the part which they may play in its toxicity. Water. Volatile substances. 
Urea : Intra-venous injection of urea. Experiments of MM. Gr6hant and 
Quinquaud by subcutaneous injection. Insignificant toxicity of urea. Uric 
acid : Intra-venous injection of uric acid. Feeble toxicity of uric acid. 
Creatinine : Its toxicity nil (Rauke and Schiffer). Odorous substances. 
Coloring matters. Intra-venous injection of colored urine and of urine 
decolorized by means of carbon. Very important diminution of toxicity and 
loss of the myotic power of the urine after decoloration. Alkaloids. Analy- 
sis- of the toxic properties of urine by the dichotomic study of the extracts. 
Substances soluble in alcohol. Substances insoluble in alcohol. Unequal 
toxicity and toxic modality different in the two extracts. Effects pro- 
duced by the substances soluble in alcohol, — somnolence, coma, diuresis, 
salivation. Hypothesis relative to the appearance of this property, which is 

not possessed by urine naturally. Effects of the substances insoluble in 

alcohol. Convulsions, myosis, diminution of heat-production. Unequal 

assimilation of the toxic power of urine to that of certain alkaloids. 

Hypothesis bearing upon the explanation of the physiological eflects proper 
to urinary extracts. Urea is, perhaps, the cause of the diuresis. Loss of 
the myotic power and considerable diminution of the curative property after 
carbonization, which has left in the urinary extracts nothing else than 

mineral matter. Insufficiency of soda to produce the toxicity of urine. 

Toxic importance of potass, which partly contributes to the convulsive 
power of urine. 

Having introduced normal urine into the veins, I have been 
able to demonstrate that its toxic action bears especially upon 
the nervous system, since it parah^zes movement without 
destroying the contractility of muscle, in so far as it allows the 
heart to continue beating. Disorders of movement become, 
at length, apparent in the pupil, which becomes pin-pointed. 
Myosis persists up to death, without there being any lesion 
of the muscles of the iris, since the pupil generally dilates after 
death. The movements of the respirator}^ muscles are quick- 
ened, those of the locomotor muscles weakened. The loss of 
(46) 
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the reflexes in the acIvaDced phases of intosicatioD, somno- 
lence, and coma still show that the brunt is borne by the ner- 
vous system. It is in the same sense that the distiirbtiuees of 
the secretory apparatus are to be considered, — the frequent 
emiasiou of urine, the aiilivary liypersecretion, of which we shall 
speak soon, and, lastly, the fall of the temperature by diminution 
of hent-|> rod notion, Tliat is the first fact, and it is the fuudn- 
inental one in the phenoineua of intoxication. 

Before going further, it is necessary to establish a standard 
to estimate whether an individual forms in a given time more 
toxic matter than another individual. I have adopted the term 
UTOtoxy, — toxic unit, or toxicity of urines. The toxic uuit is 
the quantity of toxic matter capable of killing one kilogramme 
of living animal. In order to study afterward the reports of 
the various toxicities, I have established wJiat the urotoxic 
eo-efllcient is, of which a brief argument will explain the 
necessity. 

If to kill a kilogramme of rabbit 30 cubic centimetres of the 
urine of Peter and 60 cnbie centimetres of the urine of Paul are 
necessary, we are first led to believe that the urine of Peter is the 
more toxic. Yet, we are not altogether right in stating the con- 
clusion thus : for if, in twenty-four hours, Paul has secreted twice 
as much mine as Peter, the toxicity is eiiual iu the two. I go fur- 
ther : Two individuals eliminate in twenty-four hours the same 
quantity of urine ; they kill with the same dose a kilogramme 
of rabbit; it does not necessarily follow from this that they 
have the same toxic power, for another cause of variation may 
intervene, — the weight of the individuals [ if one, weighing 
less by a half than the other, makes the same quantity of toxic 
material, he has evidently a toxic power double that of the 
other. 

We are thus led to define the co-efficievl of toxicity as the 
quantity of toxic matter wJiivh a unit of weight produces in a 
unii of time. I will say, with greater precision, the urotoxic 
co-efficient of an indioidual is the number of urotoxiea formed 
in twenty-four hours by a kilogramme of tiiat individual. 

These premises granted, we come now to seek among the 
ponstituent elements of urine for those to which the toxicity of 
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urine is due. We discard at once the idea that the water is 
toxic. It may be introduced with impunity into the blood in 
doses much larger than that in which urine kills. Besides, evapo- 
ration causes the urine to become more toxic. When, by evapo- 
ration, we reduce to one-half of its volume a urine which kills 1 
kilogramme of rabbit with a dose of 60 cubic centimetres, we 
see that this urine thus concentrated kills with a dose of 30 cubic 
centimetres. Toxicity depends, therefore, not on the water, but 
upon the substances which it holds in solution. If evaporation 
is made slowly, we notice an absolute increase of the toxicity, 
and no longer an increase proportional to the degree of concen- 
tration. This can only be explained by chemical changes 
undergone by substances that are unstable, — substances which 
really do not belong to the group of minerals. This fact, the 
increase of toxicity by evaporation, allows us also to conclude 
that the other volatile substances contained in the urine are not 
either the cause of its toxicity. 

We increase the toxicity of urines by leaving them for a long 
time to themselves, even if we protect them from fermentation. 
Rise of temperature, exposure to air especially, length of 
time in keeping, all modify their toxic power. Such a urine 
which killed by coma becomes toxic with a smaller dose, but it 
does so by inducing convulsions. If fermentation is set up in 
it, the toxicity varies ; it may be increased or diminished ; it is 
in every case changed by it. If there is produced within it car- 
bonate of ammonia, we may have the special phenomena wit- 
nessed in ammonaemia. 

The increase of toxicity on keeping the urine already allows 
us to assume that it is not the mineral substances which are the 
sole cause of the toxicity, since they are not more abundant in 
old urine, — the potass, notably, remains in the same quantity. 

Before going further, we may pass in review some liypotheses 
which have been enunciated on this subject, viz., the causes of 
the toxicity of urine. Formerly, for example, urea was consid- 
ered the chief poisonous agent, — after the teaching of Wilson. 
The intra-venous injection of urea, which I have practiced a 
great many times, enables me to say that we can certainly kill 
with urea, as with many other bodies, by modifying the 
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conditions of osmosis : by increasing in such proportions the 
density of the blood and the liquids of the organism that we 
physically hinder the functions of nutrition. But the solutions 
of urea which have not this excessive density do not kill, or they 
lead to death only if we have injected more than 122 cubic 
centimetres of it for each kilogramme,— a dose in which pure 
water kills. 



INTRA-VENOUS INJECTION OP UREA WITHOUT MORBID PHENOMENA. 

October 16, 1884. Into a rabbit weighing 1690 grammes we 
inject, in ten minutes, into a vein on its ear, 100 cubic centi- 
metres of an aqueous solution, which contains exactly 4 grammes 
of urea. The animal has thus received per kilogramme 2.366 
grammes of urea, and, as this urea has been introduced into its 
blood, that makes 30.758 grammes per kilogramme of blood, — 
about two hundred times the normal quantity (2.366 X 13 = 
30.758). The temperature at the commencement was 39.7° C. 
(103.4° F.) ; at the end of the experiment it was 38.8° C. (101.8° 
F.). No morbid phenomenon. 

October 25th. The animal is well. 

October 28th. It remains quite well. 

The temperature of this animal has fallen in ten minutes nine- 
tenths of a degree. The heat-capacity of the tissues being 0.8, the 
animal has, therefore, lost 1690 X 0.8 X 0.9 = 1216.8 calorics. 
On the other hand, water injected, which was, at the commence- 
ment, of a temperature of 16 degrees, is heated to 22.8 degrees, 
and consequently has absorbed 100 X 22.8 = 2280 calorics. 
Water has, therefore, taken from the body of the animal a 
quantity of heat more considerable than that which it lost in 
falling from 39.7 degrees to 38.8 degrees. Consequently, the in- 
jection has not produced refrigeration by impeding heat-produc- 
tion ; on the contrary, there has been, during the period of the 
injection, an increase of calorification, since the temperature of 
the animal has remained higher than that which it would have 
attained by the fact alone of the refrigeration due to the injection. 



Fatal accidents supervene only after an injection containing 
6.31 grammes of urea per each kilogramme of the animal, or 82 
grammes per each kilogramme of blood ; a supposition that there 
is ten times more urea than we have found in the blood of 
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INTRA-VENOUS INJBOTIOH Of A \EB,Y LABGE DOSE OF UEBA — DEATH. 

October 25, 1884. We injected, in thirty-five miuutes, into a 
vein in the ear of a rabbit weighing 1790 grammeB, 113 cubic 
centimetres of an aijneous soluCiooof urea at y'o — let us say 11.3 
grammes of nrea; or, for each Itilogramme, 6.31 gruuimea ; 
or, for the total mass of the blood (137 gnunmes), 11.3 grammes ; 
or, for a kilogramme of blood, 82.03 grammes. After injecting 35 
cubic centimetres, respiratory disturbances were tlie first to be 
noticed ; respiration became slower. After 58 cubic centimetres, 
slight convulsions and tremors renewed from time to time; 
respiration wns still further slowed. At the end of the injection 
the animal was comatose ; it died ten minutes after stopping the 
injection. At the autopsy we found the blood of a blackish- 
brown color ; nothing in the lungs ; almost no urine in the blad- 
der. The quantity of urea which had been introduced into the 
blood was about five hundred times greater than that which the 
blood contains in the natural state. We migbt ask if tbc accidents 
were due to the toxicity of this solution or to its degree of con- 
centration, which might have modified the physical conditions 
of the blood-globules or of the cells of the tissues. 



The experiments which I have just cited appear to disagree 
with the recent researches of Gii^iiant and Quinqimud. Death 
supervened, in their experiments, after injection of 6 grammes 
of urea for each kilogramme of animal ; but the injection was 
made into, the cellular tissue. Now, the additional loading of 
blood by urea could only have been produced if the whole dose 
had penetrated, all at once, into the circulation, which ia scarcely 
possible by the subcutaneous method. These experiments, inter- 
esting from an experimental point of view, are without clinical 
application. 

Six and thirty-one hundredths grammes of nrea are necessary 
to kill 1 kilogramme of animal ; to kill a man of 60 kilogrammes 
it would require, therefore, that his blood should retain more 
than 380 grammes of it at one time. But 1 kilogramme of man 
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irming, in twenty-four hours, only 0.33 grammes of urea, or 20 
grammes for each 60 kilogrammes, it would require, in order 
that his dentil should be due to retention of urea, tlmt he should 
make nineteen times more of it ( Vf? = 19) in twenty -four hours, 
and tlmt he should not eliminate any of it during that time ; or 
that, making the normal quantity, he sUould remain nineteen 
days without eliminating any. 

Some have incriminated uric acid aa the cause of the toxicity 
of urine. But it is made in our body in far too minute a 
quantity (50 to 60 centigrammes in tweoty-fonv hours), and the 
gouty mau cau have hundreds of grammes of urate in his de- 
posits without being intoxicated by it. Besides, I have been 
able to inject experimentally into the blood 30 centigrammes 
of uric acid for each kilogramme of nnimnl without apparent 
accident; I have even been able to inject as much as 64 centi- 
grammes of uric acid in solution in 160 cubic centimetres of 
water, to which the necessary additional quantity of soda had 
been added to produce its solution. 



EXPERIMENT BEAItINO UPON THE TOXICITY OF URIO AOID. 

March 8, 1886. We took 1 gramme of uric acid, which we 
dissolved in 1 cubic centimetre of soda-lye and distilled water. 
We obtained 250 cubic centimetres of liquid. "We passed 
through it a current of COj until it caused visible alterations. 
We redissolved with a trace of soda, and filtered. A rabbit, 
1560 grammes. Injection into the auricular veins of 250 cubic 
centimetres. The animal received 1 gramme of nrie acid, or, 
per kilogramme, 0.641 ; it received of the liquid 160,35 cubic cen- 
timetres. It did not die. Removed, it was only sick. Urine 
alkaline, muddy, containing blood. Heated, this urine became 
slightly clear. Albumen was precipitated. We filtered it hot. 
On cooling, it again became muddy, in a very notable manner, 
and gave an abundant precipitate of basic urates. We filtered. 
Into the limpid liquid we poured a little acetic acid. We had 
again an abundant precipitate of acid urates. The murexide 
reaction was very distinct. One hour and three-quarters after- 
ward very strong convulsions, which were repeated, until death, 
— two hours and twenty minutes after the commencement of the 
experiment. Autopsy : numerous foci of pulmonary apoplexy. 
Nothing in the other viscera. 
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The animal died slowly, and another experiment, performed 
for comparison, in which I injected the same quantity of water 
and soda without uric acid, has proved to me that death was 
alone due to the excess of the vehicle. En r^sume^ 1 kilo- 
gramme of man forms, in twenty-four hours, 8 milligrammes of 
uric acid. We are far from accounting for, by means of this 
agent, the intoxication which 10 to 20 cubic centimetres of 
urine produce. 



CONTROL EXPERIMENT MADE WITH TIIE SAME QUANTITY OF SODA- 
LYE WITHOUT URIC ACID. 

March 10th. We made a solution of 1 cubic centimetre of 
the same soda-lye which had served for- the previous experiment 
in a quantity of distilled water sufficient to make 260 cubic cen- 
timetres. We passed through it a current of COg until it was 
neutralized, and we injected some of this into the veins of a 
rabbit weighing 1460 grammes. It received 236 cubic centi- 
metres of this solution, or 160 cubic centimetres of liquid per 
kilogramme. The injection was made at 4 o'clock; it lasted 
fifteen minutes. At 7.30 the urine was bloody, limpid, acid. 
After coagulation of the albumen by heat, filtration, and cooling, 
no precipitate was produced; nor was there produced any 
greater precipitate, in this same filtered and cold liquid, when 
we added acetic acid to it. Died during the night. The only 
difference between this and the last experiment is, that the first 
rabbit received uric acid, whilst the second received none at all. 
The results being the same in the two cases, it is clear that 
death ought to be attributed to this excessive quantity, viz., of 
water, 160 cubic centimetres, injected per kilogramme of the 
animal, and we know that distilled water produces death after 
122 cubic centimetres. Therefore, with 64 centigrammes per 
kilogramme, uric acid is not toxic. I add that we can never 
introduce into the veins of an animal more uric acid than in the 
first experiment, since this dose of uric acid would saturate a 
quantity of water which, of itself alone, is toxic. 



We could continue the demonstration for creatinine, but the 
experiments, already old, of Ranke and Schiffer having estab- 
lished that it is not toxic, enable us not to insist any more upon 
it. Besides, we shall return, on another occasion, to this 
experimental investigation. 
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I have given some attention to the part which coloring and 
odoriferous substances may play in toxicity. Evaporation, 
which drives off odoriferous materials, increasing the toxicity 
of the urine, puts them sufficiently out of all causal influence. 

Also, as regards the coloring principles, I have proceeded in 
the following manner: I estimate the toxic power of a urine by 
a natural injection. I decolorize it b}' carbon. I inject this 
decolorized urine, and I ascertain that it has lost ncarl}- one- 
third of its toxicity. A quantity equal to that which killed 
only produces accidents that are scarcely perceptible. It pro- 
duces particularly nothing more than pupillarj' contraction. 



INTRA-VENOUS INJECTION OF URINE, COLORED AND DECOLORIZED. 

December 4, 1884. 1. We injected 65 cubic centimetres 
of a mixture of urine, taken from two healthy men, filtered and 
neutralized, into the auricular veins of a rabbit which weighed 
1650 grammes, or 39 grammes for each kilogramme. 

We soon produced a pupillar}'^ contraction, very marked, but 
not pin-pointed. The animal, after the injection, was very much 
depressed. The temperature, previously 39.2° C. (102.6° F.), 
fell to 38.4° C. (101.2° F.), and then to 37.8° C. (100° F.). 

2. Wc injected 102 cubic centimetres of the same urine, 
after having decolorized it, into a rabbit weighing 1670 grammes, 
or 64 grammes for each kilogramme. The pupil was not con- 
tracted. The animal appeared, after the injection, much less 
indisposed than that in the previous experiment. Temperature 
before, 39.2° C. (102.6° F.) ; after it, 38.6° C. (101.5° F.). 



We are, therefore, tempted to say that one of the toxic 
agents of urine is a substance fixed by carbon, and, as the 
coloring substances have this property, of attributing to them 
one-third of the toxicity of urine ; but the conclusion does not 
follow, for, along with the coloring material, other substances 
may be fixed in the carbon. 

One-sixteenth of the potass is arrested by the carbon, — 
nearly the whole of the alkaloids. If decolorized urine, which 
has lost one-sixteenth of its potass, has lost, at the same 
time, one-third of its toxicity, then it follows that in the urine 
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there is something toxic besides the potass. And if the urine, 
wliioli has lost the whole of its alkaloida, still retains two- 
thirds of its toxicity, then it follows that the toxicity does not 
wholly reside in tlie alkaloids. WLien we exhaust the dry 
residue of the urine by means of alcohol, we see that the alco- 
holic extract, which really contains the greater part of the alka- 
loids, is sensibly less toxic than the residue insoluble in alcohol, 
which ought to contain only a few of the alkaloids. Cai'bon, 
therefore, removes from urine the substance which causes con- 
traction of the pupil, hut not all its toxic principles. 

Let us follow the analysis of the toxic properties of urine 
by means of extracts and by adopting the dichotomic method. 
We shall evaporate a measured quantity of urine whose toxicity 
is known. The dry residue is washed, at dilVerent times, in 
absolute alcohol, and then we evaporate to dryness the whole of 
the alcoholic liquids. We thus obtain two extracts, — the one 
containing substances soluble in alcohol, the other substances 
iDHoluble in alcohol. These two extracts having been dissolved 
in water, we have two solutions, — the one representing the sub- 
stances of the urine which are soluble in alcohol, the other the 
substances which are insoluble in alcohol. We gauge the tox- 
icity of these two extracts. We establish the fact that both are 
toxic, but in different ways. 



November 11, 1884. We take 200 cubic centimetres out of 
the whole quantity of 1300 centimetres of normal urine passed 
in twenty-four hours. We evaporate to dryness upon the water 
bath with chloride of calcium ; the residue has been washed in 
absolute alcohol; all the alcoholic liquids poured together, 
filtered, have been distilled in the retort to dryness ; the residue 
is the extract soluble in alcohol. The residue of the washings in 
alcohol taken up by the water represents the substances of the 
urine insoluble in alcohol. This aqueous solution of the residue 
insoluble in alcohol occupies a volume of 48 cubic centimetres. 
It is introduced by intra-venous injection into a rabbit weighing 
1610 grammes. 

After the entrance of 12 cubic centimetres the animal 
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seized witb tonic convulsions nccompanietl by slraigbtening of 
tlie bead. These convulsions rapidly disappear iifler we discou- 
tiniie the injections. 

At tlie end of ii cubic centimetres tlie nnimnl is seized with 
s violent tonic convulsion with opisthotonos, vibratory tremor, 
and it dies. At no period did tt present conti-aclion of the 
pupil except iraraediotely after death. Temperature before in- 
jection, 39.2° C. (102.6° F.) ; at the moment of death, 38.6° C. 
(101.5° F.). Symptoms commenced on the entrance of SI 
gr.immea of urine for each kilogramme, and death supervened 
when WG had injected the insolnble extract from 108 grnnimea 
of urine. 



lNTRA-\-ENOU8 INJECTIONS OP THB ALCOHOLIC EXTRACT OF t 
UIUNE; DEATH. 

November 11, 1884, Of 200 gr.irames of urine treated in 
the same way as we have said in the iirevious experiment, we 
take the extract whicb is soUihle in alcoliol. This extract, 
containing 3,90 grammes of nrea, is diluted witb distilled water 
in such a manner as to have a volume of 39 cobic centimetres. 
Urea is found there to be one-tenth. We inject 33 cnbic centi- 
metres of this solution into the veins of a rabbit which weighs 
18T0 grammes. We see the pupil coutract rapidly; after the 
tenth centimetre it is markedly contracted. Starting from this 
moment its diameter oscillates, but up to the end of the in- 
jection it remains smaller than in the normal state. From this 
point of view this result is exceptional ; as a rule, the pupil is 
contracted more by the aqueous than by the alcoholic extract. 
The animal has no convulsion, but it falls gradually into a state 
of sleepiness ; remains unmoved ; lies npon its side ; its pupil 
gradually dilates and becomes very large. During this coma- 
tose period the rabbit salivates and nrinates abundantly. The 
initial temperature, which was 39.4° C. (102.9° F.), falls in a few 
minutes (10 or more) to 38.8° C. (101.8° P.). 

In tills experiment, the contraction of the pupil was mani- 
fested, under the influence of the soluble extract, from 27 
grammes of urine for each kilogramme. The lust symptoms 
corresponded to the injection of the soluble extract, from flO 
cubic centimetres of urine for each'kilogramme. 

November 12th. The animal died during the night. Nothing 
special at the autopsy. 



The toxicity varies according to the individuals who have 
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furnished the urioes. The toxicity of each of the extracts is 
less than that of the whole urine. The maimer in whicli they 
show their toxicity is different. Thus, the solution from the 
dry extract of aiibatancea soluble in alcohol produces somno- 
lence, deep coma, diuresis. It does not cause a marked dimi- 
nution of heat-production (the small quantity of caloric lost is 
only equivalent to the equalization of the temperature, which 
takes place owing to the quantity of liquid necessary to inject 
tile extract) ; it doea not cause myoais, but a new aymptora ia 
caused, viz., aalivation, — a salivation laating three-fourths of an 
hour, at least equal to that which is produced by jaborandi. 

' Here, then, is a fact, at first sight inexplicable. How can one 
part of the urine itself produce what the aggregate cannot? 
In order to salivate, it probably requires a measured quantity of 
the sialogenoua material aoluble in alcohol, and yet there exists 
an inaufhcieut quantity of this siaiogenous matter in the total 
quantity of urine to cause death. 

Experimented upon in its turn alone, the extract of sub- 
stances insoluble in alcohol produces myosis, like normal urine; 
also convulsions, which we never obtain with the extract of 
substances soluble in alcohol, but which we obtain exceptionally 
with the aggregate of urine. Tlie convulsions are a phenome- 
non of later development; it requires a larger quantity of the 
extract insoluble in alcohol to induce convulsions than to bring 
about contraction of the pupil. We observe, too, in addition, 
diminution of temperature; but we neither obtain coma, diuresis, 
nor salivation. Thus, we are forced to admit that there is a 
plurality of toxic substances in urine. The tendency which we 
have to regard intoxication by means of urine as similar to that 
produced by certain alkaloids ia not justified. Muscarine, for 
example, produces myosis and salivation, but we see these two 
phenomena dissociated when we experiment separately with the 
extract of substances soluble and with that of others insoluble 
in alcohol. 

We can still say that coma, diuresis, and salivation are not 
produced by mineral substances, of which a very small quantity 
(some salts of potass) pass into the alcoholic washing ; that ■ 
the convulsions, myosis, and fall of temperature are not attrib- 
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utable to the mass of organic substances which have been caught 
in the washing with alcohol. Coma, which the soluble sub- 
stances in alcohol produce, is never caused by urea. This causes, 
before death, no other phenomenon than diuresis; it does not 
cause diminution of temperature, and does not kill, except as we 
have seen it in enormous doses by preventing osmosis. That is 
what I mean. As for replying to other questions, as to the part 
which is played by such or such a body on the production of 
each of the symptoms observed after the injection of extracts, 
I cannot. 

I do not know what is the substance which, passing with the 
urea in the alcoholic wash, produces coma. 

Diuresis belongs to normal urine, — to the part of the extract 
soluble in alcohol, — as it does to urea, which, experimented upon 
purely isolated, is certainly diuretic. I may therefore think 
that it is the urea which is the cause of the diuresis. 

Urea does not increase salivation. Blood which has a sial- 
ogenous power greater than urine contains much less urea. I 
do not know what is the substance which produces salivation. 
I can only say that we find it in the blood, in the muscles, and 
in the liver. 

What is it that produces myosis and convulsions ? Is it the 
mineral substances ? We are tempted to say that it is. Decol- 
orized urine, however, which has lost little of its mineral sub- 
stance no longer causes convulsions nor myosis. Experiment- 
ally, after carbonization of the extract, the dissolved residue, 
which no longer contains anything but mineral substances, does 
not produce convulsions or myosis. Myosis is never produced ; 
but if we inject more mineral material than the mass of urine 
contains which has killed without convulsions, we may induce 
death, and then it is always preceded by convulsions. 

We might raise as an olyection to this experiment that car- 
bonization has caused to become volatile certain mineral salts, or 
that it has changed their chemical condition. But carbonization 
is not calcination ; besides, in experimenting with fixed bases, — 
soda and potass, — we can appreciate the direct effects of these 
substances. 

Soda is convulsion-producing. Neutralized by carbonic acid, 
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— that is to say, under tlie form of bicarbonate of soda in dilate 
solution, — it induces bsemorrhagea, by rendering the blood more 
fluid. As Magendie said, and aa I established again experi- 
mentally in 1869, severe convuSsions apjieiir witli a dose of 1,20 
grammes for each kilogramme of animal, and death nt 2.50 
grammes. But urine contains at the most 8 grammes of salts 
of soda per litre, — that is to say, 48 centigrammes for 60 cubic 
centimetres of urine. Urine contains, therefore, scarcely half 
of the soda capable of producing consnlsions, and one-fourtb 
of that capable of inducing death. 

Potass is infinitely more toxic. Bicarbonate of potass causes 
death, witli violent convulsions, in small doses of 5 centigrammes 
for each kilogramme of animal, and convulsions come on after 
a dose of 8 centigrammes. Potass is foi'tj'-foiir times more 
toxic than soda; but if wo find 2 gramoiea of salts of potass 
per litre of urine, — that is, 12 centigrammes for 60 cubic centi- 
metres, — it ia not in the form of potassium bicarbonate, but aa 
ohloridc sulphate and other salts of potassium, which are less 
toxic, and whose degree of toxicity we shall investigate later on. 
We can, nevertheless, admit that for potass tJicre is a limit as to 
toxicity. If there arise an excess of it in the blood, even little, 
convnisions and death may be the consequence of it. 

Wheu we inject a solution of mineral substances, obtained 
not by carbonization but by calcination, we sometimes observe 
this paradoxical result : in order to kill, it requires less of these 
substances than there is in the quantity of normal urine, the 
injection of which produces deatli. That explains, I think, how 
calcination has transformed into carbonates a part of the alka- 
line salts; and, as regards the same quantity of soda or of 
potass, the carbonates of these bases are two or three times 
stronger than the chlorides, sulphates, or phosphates, 

Ammonia is toxic, — less than potass, but more than soda. 
At 15 centigrammes per kilogramme, ammonia, regarded as an 
anhydrous substance, and neutralized in water by means of car- 
bonic acid, produces convulsions and then death. But noi'mal 
urine only contains doubtful quantities of ammonia. 

In short, amongst the mineral matters, potass is the one 
thing alone which, perhaps, makes itself felt in t!ie toxic totality. 
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I have finished telling you what I know of the part which 
belongs to each of these substances in the toxicity of urines 
which we suspect. I have said what I know, but not what we 
ought to know. Analysis and the isolation of various toxic 
principles from the urine ought certainly in the future to be 
carried further. 



LECTURE YI. 

Toxic Principles in Urine — the Part they Play in 

Producing Uremia. 

Recapitulation of the seven toxic substances found in normal urine. Diuretic 
substance, which is in reality urea. Useful function of urea. Narcotic sub- 
stance. Sialogenous substance, whose action is not shown after the injection 
of normal urine, because it is found to be masked by more toxic substances. 
Two substances which cause convulsioixs. Organic convulsive substance, 
whose physiological action is habitually masked by its association with a 
narcotic substance. Substance which contracts the pupil. Heat-reducing 
substance, acting through diminished heat formation. Mineral convulsive 
material : potass. Neutralization of its action by a substance which produces 
narcosis. Analysis of the cause of death after double nephrectomy. Com- 
parison of the clinical symptoms of uraemia and of the physiological proper- 
ties of the toxic substances of urine. Coma or convulsions : causes of the 
comatose form, convulsive or mixed. Dyspnoea. Myosis : importance of 
this sign, from a diagnostic point of view, as regards uraemia. Salivation. 

Hypothermia. Diminution of the urinary secretion when urea ceases 

to be formed or is retained in the organism. Re-instatement of the urea. 
Additional toxic substances of urine, salts of soda, alkaloids. 

After having concluded the physiological analysis of the 
toxic principles of urine, if we recapitulate the substances which 
we have disassociated we find there are seven of them. There 
is, first, a diuretic substance, — fixed, of organic nature, since it is 
destroyed by heat. It is not fixed by carbon ; it is soluble in 
alcohol, and we find it mixed in the alcoholic extract along with 
other substances which have different properties. This sub- 
stance possesses, besides the preceding characters, the property 
which experimentation allows us to attribute to urea, — that of 
augmenting the quantity of urine. We have thus the right to 
say that this diuretic substance contained in normal urine is no 
other than urea. Urea in this way, although it is a product of 
disassimilation, plays a useful r61e in the economy : it possesses 
the property of forcing the renal barrier ; of removing, whilst 
making its own escape from the organism, both the water in 
which it is itself dissolved and other toxic matters which are 
united with it. Without doubt, urea is itself toxic. It is like 
(60) 
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every other substance, — like water itself, which, introduced in 
sufficient quantity into the organism, can kill. 

But in what dose is urea toxic ? An enormous dose ? It is 
necessary to fetter the functions of the organism ; to introduce 
into the veins 6.6 grammes to 6.3 grammes of urea per kilo- 
gramme of the weight of the animal. In the experiments in 
which we have killed rabbits by the injection of urea we required 
from T1.6 grammes to 82 grammes for 1000 grammes of blood. 
There are, therefore, few bodies in the organism so feebly toxic 
as urea, if we except albumen and the water which naturally 
exists in the blood. Sugar is more toxic ; we can, experi- 
mentally, scarcely introduce more than 5 grammes per kilo- 
gramme, or 66 grammes per litre of blood. Yet, in order to kill 
immediately by intra-venous injection of a sucrose liquid, we 
must introduce almost 10 grammes per kilogramme of the rabbit, 
or 130 grammes per kilogramme of blood. In pathological blood 
there may be 8 grammes of sugar per kilogramme of blood ; but 
in pathological blood urea has been found in quantity at least 
equal. Amongst the mineral substances the most inoffensive 
elements, even bicarbonate of soda, which we so readily j^re- 
scribe therapeutically, cannot be injected in a larger dose than 
2.50 grammes per kilogramme of animal, 32 grammes per kilo- 
gramme of blood. In order to kill 1 kilogramme of a rabbit 5 
grammes of chloride of sodium are sufficient; 6 grammes of 
phosphate of soda ; 9 grammes of sulphate of soda. Urea has 
almost the toxicity of the most inoffensive salts. 

We might say that urea, by inducing renal secretion, is 
eliminated quickly, and that this rapid elimination protects us 
against its toxic influence. The reply to this objection is found in 
nephrectomy followed by injection of urea, an experiment already 
performed by Bernard. In one of my experiments of the intra- 
venous injection of urea in the rabbit, the animal was dead after 
the introduction of 6.31 grammes of urea per kilogramme. It 
had not urinated during the experiment, and at the autopsy the 
bladder was empty. Besides, however active the renal circulation 
may be, the rapidity with which the quantity of urea that we in- 
ject is found, as having entered into the circulation by our 
method of intra-venous injection, is such that the elimination 
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has not time to occur, and the physiological properties of urea 
show themselves immediately. 

We have afterward met with in the urine a substance truly 
toxic. It is narcotic ; it is fixed, of organic nature ; is not fixed by 
carbon ; is soluble in alcohol, and is found in the alcoholic extract 
with urea and other substances. Certainly it is not urea, since in 
the experiments made with urea we do not see it produce narcosis. 
This narcotic substance which the urine contains I cannot name 
to you ; a chemical analysis of it has not been made. We can only 
designate it by enumerating some of the physical, chemical, and 
physiological characters which we have found belonging to it. 

A third substance is sialogenous; it produces salivation. Its 
presence in urine could not be suspected from the injection of 
normal urine ; the total quantity of urine sufficient to kill does 
not contain this sialogenous substance in sufficient quantity in 
order to produce its physiological effect. We only see saliva- 
tion appear after the injection of urine deprived of a part of 
its toxic substances, of those which lead up to death too rapidly 
without giving time for the sialogenous substance to show its 
properties. This substance is stable, organic, not fixed by 
carbon, soluble in alcohol like the preceding, but it is distinct 
from urea as well as from the narcotic substance. It certainly 
comes from the body like urea, for we find it in the blood, the 
liver, and the muscles in a greater quantity than in urine, but 
urea is only found in minimum quantity in J;he extracts of blood 
and muscle. We do not yet know its name or its chemical 
nature ; we are only on the threshold of discoveries which yet 
remain to be made in the chemical analysis of urine ; we have 
only succeeded so far in dividing urine into several parts, in 
each of which one day we shall isolate those bodies of which we 
are only able to suspect the presence. 

We find in urine two substances endowed with the property of 
causing convulsions: one is fixed, stable, organic, since it is de- 
stroyed by carbonization, and yet it is retained by carbon ; it 
is, therefore, not mineral ; it is insoluble in alcohol ; it might 
belong to the group of coloring substances, from the manner in 
which it behaves ; it is really an alkaloid, since it is insoluble in 
alcohol either in the form of a salt or a base. This organic 
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matter which determines convulsions is found in less quantity in 
the urine of the day period than is the narcotic material, but it 
is of less physiological activity ; and if injections of normal 
urine do not often produce convulsions, it is probably because 
the narcotic substance kills the animal before the convulsive 
substance can have exhibited its properties. In order to 
produce convulsions it is necessary to remove first from the 
urine the poison which kills rapidly. Of this convulsive sub- 
stance we also do not know the name. Then there is a substance 
which causes contraction of the pupil; fixed, organic, attaching 
itself to carbon ; non-mineral ; consequently it is comparable in 
certain respects to the substance which induces convulsions. 
We might suppose that it is mixed with it ; that is to say, that 
one substance might be endowed with the two properties ; we 
might also ask if it is not a coloring substance or an alkaloid. 
A coloring substance ? It is possible. Alkaloid ? Probably not, 
for the same reason that we have given when speaking of the 
convulsive substance. It is not probable that it is mixed with 
the preceding, for all normal urines contract the pupil, but it is 
very few of them which induce convulsions. It would be 
necessary to admit that the substance which convulses the 
sphincter iridis is more energetic than that which brings on 
general convulsions. 

Urine produces pupillary contraction in small doses, from 
10 cubic centimetres, and in general it causes death without con- 
vulsion in doses of from 30 to 60 cubic centimetres. We ought, 
with convulsive urines, at 60 cubic centimetres to see imme- 
diately happen contraction of the iris, whilst the phenomenon 
shows itself slowly enough. The separation of these two physio- 
logical effects shows that they belong to two different substances. 
We cannot give, any more than for other toxic substances, the 
name of that which causes contraction of the pupil. 

We have met with in the urine a substance which reduces 
heat. It lowers the temperature by diminishing heat-produc- 
tion, and not only like every cold liquid, which, introduced into 
the organism, subtracts from it a certain number of calorics in 
order to put it into equilibrium with its own temperature ; for 
when we inject a cold liquid into the circulation, we only pro- 
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duce a very slight fall of the temperature of the body ; in real- 
ity, in this case, we stimulate calorification exactly as is done 
by the external application of cold : the organism tends to 
remake, by an acceleration of internal combustions, the calorics 
which we have removed from it, and it restores really a part of 
it. After the injections of urine, on the contrary, the animal is 
colder, — not only as after every injection of cold water, because 
the organism puts itself into an equilibrium of temperature 
with the liquid injected, but because the organism loses a part 
of its heat-producing power. Each unit of weight of the body 
forms in a given time fewer calorics than in the normal state. 

The heat-lowering substance is fixed, organic. Ammonia 
also possesses the property of reducing temperature ; but that 
of which we speak fixes itself on carbon, and is not, therefore, 
a mineral. It is insoluble in alcohol, like the preceding. It may 
be a color-substance ; it is certainly not the same material as that 
which produces convulsions, for we do not observe any propor- 
tion between the h3-pothermic effect and the convulsive, — no 
more than between these and the pupillary contraction. It is, 
therefore, a substance with an individuality of its own. 

In short, we find in urine another convulsive substance^ 
fixed, inorganic. It is, briefly, potass, whose toxic and convul- 
sive properties we have known for a long time. Nevertheless, 
we cannot attribute to it alone the convulsions which the in- 
jections of urine produce, for, in order to inject potass in a 
toxic dose, very much larger quantities of urine would require 
to be injected. If we could get rid of, by means of carbon, 
a convulsive substance which kills too rapidly, we might see 
convulsions come on due to potass. If, in dealing with the 
extract which at one and the same time contains both the 
convulsive organic substance and potass, we destroy, by means 
of heat, the organic matter ; convulsions are still produced, 
but there must be, occasionally, a double quantity of urine. 
Alcohol, it is true, has removed a part of the potass ; some- 
times, however, in order to kill in convulsions, it is suflScient 
to inject the mineral substances taken from a quantity of urine 
less than the normal quantity of urine which produces death 
without convulsions. This paradoxical result, which I have 
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already mentioned and attempted the interpretation of in t!ie 
last lecture, miglit also be explained by the antagonistic action 
of certain organic subatanues wliicli correct the convulsive action 
of potass. 

En resume, there are two subslanceB in urine which induce 
convulsions, — one, organic, producing a rapid eil'ect, which kills 
before the convulsions caused by potass could have been 
produced; the other, po(ass, a salt of which, viz., chloride of 
potassiuui, is convulsive and toxic at 18 centigrammes for every 
kilogramme of the animal. This neutralization of one toxic 
substance through admixture with another ia seen under many 
circumstances. Atropine can neutralize the physiological action 
of pilocarpine. In the injections of normal urine the convul- 
sive properties of the salts of potass are neutralized by their 
mixture with a substance which produces narcosis and coma. 
Thus, urines contain the antidotes to certain of their own 
poisons. 

When we destroy the extract of urine by heat, the convulsive 
action of the residue ia, perhaps, weakened by the volatilization 
of a part of the potass. In every case, there is good cause 
for taking into account potasa in the toxic phenomena con- 
sequent upon the retention of substances which ought to be 
eliminated by the urine; for the accumulation of potasa may 
go on more rapidly than that of other substances coming from 
the organism. If, in consequence of failure in the elimination 
of the substance in urine which reduces calonflcition, disas- 
similation of the tissues diminishes the potass which con- 
tinues to be introduced into the organism b^ the food and drink 
may be soon found to be in a predominating proportion, and 
may induce convulsions, which is one ot its pioperties. Thus, 
with urea, the urine contains seieu toiii substances. To be 
exact, it would be necessary to say that everything in the uriue 
is toxic, — everything contained therein, even water and soda, — 
but I aay seven, including therein only the substances which are 
toxic in doaes in which normal urine is experimentally toxic. 
In this analysis, long as it may seem, of the toxicity of urines, 
it ia atill only au outline, which chemistry, without doubt, will 
finish, ty the aid of improved methods. 



bb lbi;tubbs on auto-intoxioation. 

It is BulDcietit for ub, for the moment, to have demonstrated 
experimentally that urine removes poisons from the body ; tbat 
the kidney plays a useful rSle; that it is a good emutictory ; 
that its Buppreaaion would be I'atally hurtful to the economy, — 
au old opinion, which is sanctioned by the name of emiitic- 
tory, la it the case, however, that suppression of the urinary 
Becretiou is fatully duugeroua? At fir^t, proof nppcars to 
arise from the fact that death invariably follows double ne- 
pUrectooiy, We say that death is, then (in such), the result 
of an auto-iutoxicatioi). But the argument is not indisputable. 
There are many other modes of death besides nephrectomy. 
Might it not be that death was afterward caused by the want 
of elimination of ivater, or that the reHex paths of the renal 
plexus, being irritated, produce, iu consequence of cbaiiges 
in the elaboration of the matter of the body, transformation of 
certain organic compounds, like that of urea, into carbonate of 
ammonia, or that new compounds were formed by reaction, and 
in an indirect manner? To this, as an objection, it has been 
replied that after nephrectomy we neither see produced anasarca 
nor oedema of the brain ; tlmt we do not find in the organism 
more carbonate of ammonia; that the reflexes conld not of 
themselves have doue so, since we have suppressed, in certain 
experiments, the track along which they have passed. What- 
ever the worth of this argument may be, in order to clear away 
the last poiut which separates us from certainty, it is necessary 
that we should find again in the symptoms of uraemia the physio- 
logical characters proper to the toxic matters of the urine. Does 
the clinical picture of ursemia supply this want? (Edema may 
be present, but it is rare. 

We observe coma and convulsions, — sometimes one, some- 
times the other of these symptoms, — probably because the 
kidney does not offer tlie same resistance to all the substances 
which pass through it. In interstitial and in parenchymatous 
nephritis it does not always retain the same substances, — salts, 
extractives, etc. ; from these differences in its permeability for 
such and such a toxic suhstance might well result the predomi- 
nance of comatose or of convulsive uriemia, or one of a mixed 
nature. 
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Dyspnoea is present in uraemia, with diminution of tlie range 
of respiratory movements. I may point to myosis as one of 
the constant characters of ursemia. In the evolution of chol- 
eraic phenomena we see in succession the intoxication proper to 
cholera and uraemic intoxication. When this latter arises myo- 
sis appears. All those suffering from the anuria of cholera have 
the pupil contracted. Myosis has already been pointed out by 
Roberts as one of the signs of anuria. 

Salivation has been observed by A. Robin in uriemia. A sub- 
normal temperature has been regarded as one of the commonest 
manifestations. What is awanting in the picture of uraemia, in 
order that it may be identical with tiiat which poisoning by means 
of the toxic principles of urine produces ? There is only awanting 
the abundance of the secretion induced by the great elimination 
of urea, for it is urea which is diuretic. Urea upon a diseased 
kidney can no longer exercise a beneficent influence. Besides, 
when urea is no longer formed in the body, the kidney — even 
when normal — ceases to show its functional activity. In hei)atic 
uraemia, when the liver no longer forms urea, although the kid- 
ney remains normal, we often see the same symptoms arise as if 
it had become impermeable. We are thus led to this unexpected 
conclusion, that the substance urea, which has been for such a long 
time the scare-crow of phj'sicians, is especiall^'^ injurious when it 
is deficient. In the enumeration of the toxic substances of urine, 
I have neglected some, either because they are really scarcely 
toxic, like the salts of soda, or because the^' are only found in 
the urine in very small quantity. Such are the urinary alkaloids 
by which we have only recently tried to explain the toxic acci- 
dents of diseases in general, but which, although numerous in 
both the normal and pathological state, have not until now been 
proved, from our point of view of the toxicit}- of normal urine. 
They belong, without doubt, to the number of those indeter- 
minate and unknown substances of which I have attempted to 
give a physiological analysis. M. Gabriel Pouchet said in 1880 
that they were toxic : he saw them produce, in animals, muscular 
weakness, stupor, convulsions, then death, with the heart in 
diastole. But he had operated with the ethereal extract of large 
quantities of urine, and upon very small animals. 
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Confining ourselves to the limit of things applicable to 
pathology, if, instead of attending to the frog, we operate upon 
the rabbit, we find that the toxicity of these alkaloids is nil in 
the doses in which they are extracted from quantities of urine 
capable of bearing some comparison to man. The quantity of 
urine which would be capable of killing a man does not give off 
to the ether sufficient alkaloid to kill a rabbit. 

I believe that I have not neglected, in this analysis of the 
toxicity of urines, anything but which was worthy of neglect. 
The alkaloids of the urine are interesting from the physiological 
point of view of their origin, but they do not seem to have the 
power of explaining by themselves alone the intoxication arising 
from normal urines. 



LECTURE YII. 

Origin of the Toxic Substances of Urine — Toxicity op 

THE Blood and Tissues. 

The blood is unceasingly traversed by a current containing toxic material which, 
coming from the organs, is continually being eliminated by the emunctories ; 
but blood ought never to contain at any time, in the normal state, more than 
an infinitesimal quantity of poison. Estimation of the toxicity of blood by 
experimentation and calculation. Toxicity of the liquor sanguinis. Com- 
parative Injections of blood into animals of the same and difi'erent species. 
Injections of blood-serum, of distilled water, and of artificial serum. Increase 
of the toxicity of blood by the destruction of globules, which disengage 

potass. Toxicity of aqueous and alcoholic extracts of blood. Toxicity of 

the tissues and organs ; difficulty of this research. Toxicity of the extract 

of meat due to the presence of mineral salts, such as potass ; and to organic 
substances, such as creatinin. Intra-venous injections of extracts of muscle. 
Aqueous extracts of muscle produce convulsions, with the exception of 
myosis. The extract of muscle, deprived of the potass which it contains, 

does not produce any accident. Toxicity of an extract of liver. Toxicity 

of bile. Various explanations offered. The toxicity of biliary salts is less 
than one would have believed it ; they probably act only indirectly in destroy- 
ing anatomical elements and in setting at liberty mineral or organic products 
derived from cellular disintegration. Cholesterin possesses only an insig- 
nificant toxicity. The coloring matters ought to play a very important r61e 
In the toxicity of bile, since it, when once decolorized, becomes much less 
toxic. Toxicity of bilirubin. 

We must now deal with the problem of the origin of the 
toxic substances which urine contains. Whence does urine 
obtain its toxicity ? We have established the fact that the 
organism forms toxic products, and that the kidney eliminates 
them. It is now for us to show whether, on the side of the kid- 
ney, there is anything toxic in the blood and in the tissues. 
A priori^ it is physiologically inadmissible that normal blood 
can be toxic. If it was, the animal could not live. We know 
that urine may be toxic— such as when found outside of the 
organism — in a reservoir from which it cannot be re-absorbed in 
the natural state ; but blood itself cannot be, circulating, as it 
does, in vessels which are not opposed to its diffusion into the 
tissues. If blood is not toxic, it is because normal urine is, and 
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is incessantly removing toxicity from it. The blood is con- 
tinually being traversed by a current of toxic material. It is 
true that the poison is never found in it but in harmless quan- 
tities. There is less toxic matter in the blood than in the 
organs. The anatomical elements form substances which, if 
retained, would fetter their life, but these substances leave them, 
little by little, in order to penetrate into the blood. The quan- 
tity of toxic matter eliminated by the kidneys in twenty-four 
hours is, without doubt, one-half of what is necessary to kill the 
whole of the body, and the blood has really received that quan- 
tity in twenty-four hours ; but the elimination is incessant, and 
at every instant of the da}^ the blood never contains at one time 
more than an infinitely small fraction of poison. 

The estimation of those fractions may be made for units of 
time ; that is to say, for a complete revolution of the blood, say 
about fortj^-seven seconds, taking into account certain slower revo- 
lutions which take place in certain departments of the vascular 
sj^stera. A man of 65 kilogrammes expels in twenty-four hours 
1360 cubic centimetres of urine, which kill 1 kilogramme of rabbit 
with a dosage of 46 cubic centimetres. This man eliminates, 
therefore, in twenty-four hours, by his urine, sufficient to kill 
-^ = 30 kilogrammes of living matter. The whole quantity of 
blood of this man is ^3 = 6 kilogrammes. The five kilogrammes 
of blood of this man are thus traversed in twenty-four hours by 
a quantity of poison capable of killing 30 kilogrammes. 

The number of complete circulatory revolutions is 1850 in 
twentj^-four hours. In each complete revolution the kidnej^s 
remove from 6 kilogrammes of blood a quantity' of poison capable 
of killing j^, and from 1 kilogramme of blood jgg~-g= 0.003243 
kilogramme, or 3.243 grammes. If, during a complete revolu- 
tion, each kilogramme of blood discharges a quantity of poison 
capable of destroj'ing 3.243 grammes of animal substance, in 
the same time this mass of poison will be furnished to each 
kilogramme of blood by the organism, the in-going being equal to 
the out-going. It follows from this that the blood ought to con- 
tain constantly, at the least, this quantit}' of poison. It ought even 
.to contain more, for the ])lood is, during each cardiac revolution, 
only deprived of a fraction of its quantity of poison by the renal 
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Tmimctory. It is probable that tliere is in tlio Mood more toxic 
material than tliia jninimum portion which penetrates there, and 
■which leaves it during the forty-seven seconds of a complete 
revolution, and that there is a reserve of toxic material circulating 
with the blood. Analogy helps to show ua tbat it is thus as it 
ought to be, and it will enable ua to appreciate hypo the ticaliy 
the importance of this reserve. 

A man of 66 kilogrammes eliminates in twenty-four hours, 
by 1350 cubic centimetres of urine, 1300 grammes of water and 
2i grammes of urea. In a complete circulatory revolution he 
eliminates 1850 times less of each substance, — that is, 0.7 gramme 
of water and 0.01297 gramme of uvea. These quantities of 
water and of urea are given up by 5 kilogrammes of blood. 
One kilogramme of blood gives, therefore, during one total revo- 
lution, five times less, or 0.14 gramme of water and 0,002592 
gramme of urea. But this kilogramme of blood only gives up 
these quantities of material from its liquid part, — from its 
plasma, — which only constitutes one-half of the mass of blood ; 
and the 500 grammes of plasma in 1 kilogramme of blood con- 
tain only 460 grammes of water and O.IG gramme of urea. The 
calculation made, the blood loses, during a complete revolution, 
3t/tt P*^''t "f water from its plasma and j'j part of urea from 
its plasma, which proves, as I established in 1872, that urea is 
eliminated by the kidney flfty-two times quicker thau the water 

If the rapidity of the elimination of the blood-poison was 
equal to that of urea, 1 kilogramme of blood would contain 
sixty-two times the quantity of poison which this kilogramme 
of blood eliminates in a complete revolution ; and as this quan- 
tity eliminated is capable of killing 3.243 grammes of living 
matter, 1 kilogramme of blood ought to contain sufBcient poison 
to kiU 3.243 X 62 ^ 201 grammes of living matter, which repre- 
sents a minimum of toxicity. 

If, on the contrary, the rapidity of the elimination of the ' 
poison was equal to tiiat of the water, the quantity~of toxic 
matter inclosed in 1 kilogramme of blood ought to be 3214 
times the quantity eliminated by this kilogramme of blood 
during a complete revotutiou. One kilogramme of blood would, 
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tberelbre, be capable of killing 3.243 X 32U= 10,423 grammes 
of living tissue. Tliis result ia not preposterous ; this maxi- 
mum of toxicity would not be incompiitible with life. With 
such ft toxicity of its blood the aiiimnl would poison itself, if 1 
kilogramme of blood was distributed to 10 kilogrammes of 
its body; hut, in reality, 1 kilogramme of blood ia distributed 
to 13 kilogrammes of the organism. It is, moreover, extremely 
probable that the real toxicity of the blood is less, and thftt it 
is comprised between these two extremes. 

These hypothetical calculations only show us the extreme 
limits of the possible toxicity of the blood. We can, foi-tu- 
nately, approach the question from the experimental side. The 
injection of the blood of an animal into the veins of another 
animal can produce death withont this de^ith being attributable 
to embolism and without the augmentition of the mass of 
blood being incriminated. The injection of 25 cubic centi- 
metres of blood per kilogramme of animal invariably causes 
death. What proves that death in such is the result of an 
intoxication is that the fatal dose \aries according to the part 
of the vascular apparatus from which this blood hna been with- 
drawn. If, instead of drawing it from the general venous 
system, we draw it from the portal vein, 14 cubic centimetres 
are anfflcient to cause death, instead of 25, — this blood being 
charged with putrid and biliary poisons taken from the inteatine, 
and not having them as yet removed from it by the liver. But 
a kilogramme of animal contains -y = 77 grammes of blood. 
After the injection of 25 grammes of blood, this kilogramme 
would contain 102 grammes, and then the animal dies. We may 
therefore say that 102 grammes of blood are suflicient to kill 1 
kilogramme of animal. In other words, 1 kilogramme of venous 
blood retains, in the normal state, anfflcient poison to kill 9804 
grammes of living matter. 

These conclusions would be atrictly exact if the blood 
injected came from an animal of the same species as that into 
wbich we make the injection. But, in my experiments, it ia the 
blood of the dog which has been injected into the rabbit. I 
have reasons for believing that the blood is more toxic for an 
animal of another species than for an animal of the same species. 
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In experimental studies bearing upon transfusion, we have 
properly said that the blood of one species is poisonous to 
another, but we have not made the estimation of the degree of 
this toxicity, and we have always gone away from this point 
with a false view that the blood of an animal is not toxic for an 
animal of the same species. Whilst the blood of the dog kills 
a rabbit at the dose of 25 cubic centimetres per kilogramme, 
I have known the blood of the dog injected into another dog to 
the extent of 30 cubic centimetres only produce a fleeting 
indisposition, whilst in the rabbit, in order to cause death, it 
is necessary to inject 126 cubic centimetres of blood of rabbit. 
This amount is considerable. It is true that it was a question 
of the injection of arterial blood. Death supervened by con- 
vulsions, with moderate pupillary contraction. The urine con- 
tained only traces of albumen, — none of blood, none of haemo- 
globin. There were no haemorrhages into any organ, except 
from embolic foci, — numerous enough, but \ery small, — of 
pulmonary apoplexy, to which death could not be attributed, 
the respiratory rhythm not having been modified before the 
final convulsion, which was very short. In this experiment the 
animal died when each kilogramme of its body was irrigated by 
TT + 126 = 203 grammes of blood. From this we infer by cal- 
culation that 1 kilogramme of rabbits' blood is capable of killing 
4926 grammes of rabbit, — in round numbers, 5 kilogrammes. 
And we still further draw the inference, if you wish to refer to 
calculations just recently made, that by the kidneys the poisons 
of the blood should be eliminated twice more quickly than the 
water, but twenty-six times slower than urea. This remark is 
not without some interest. It shows that if the kidney cannot 
be got to eliminate urea, it may succeed in expelling blood- 
poisons, and that, in the case of auto-intoxication, the with- 
drawal of large quantities of serum, or merely of water, might 
not be without some utility. One last conclusion to draw from 
the experiment is that, in order that death may be produced by 
auto-intoxication, it is suflScient that the amount of the poisons 
of the blood should become two and one-half times greater than 
the normal quantity. 

I give you the diflTerent steps by which I have entered into 
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tbia Btcdy of tbe toxicity of blood, — the hypotbeais, calculation, 
and experiment. I have no difficulty in recognizing tbat more 
recent experiments have obliged me to admit tbat blood has a 
toxicity still less than tlmt wbicb seems should be inferred from 
tbe preceding experiment. In blood, the plftsma alone may be 
toxic. The living cells retain within tbemselves the inert or 
hurtful substances of wliieb they are composed. In order that 
these poisons may act, it is absolutely necessary that tliey should 
be in solution ; it ia necessary tbat tbey should dialyze from the 
blood into the tissues ; it is necessary that they sjiould be in tbe 
liquid part, — non-living, — iu the plasma. There has, therefore, 
been good cause for experimenting upon the toxicity of the 
blood-serum. I have extracted from ten rabbits, by arterial 
bleeding, 600 grammes of blood. The clot, after having been in 
an ice-box for twenty-four hours, has furnished to me 260 
grammes of a, limpid serum, scarcely tinged. This serum has 
been filtered and then injected into tbe veins of a rabbit. The 
animal died, after having received 125 cubic centimetres of 
serum per kilogramme. Death was preceded by a distinct, but 
not punctiForm, contraction of the pupil,— by exorbitism, by 
dilatation of tbe sujierflcial veins, and, in the last moments, by 
the loss of ocular reflexes, by convulsions, and by a frothy, san- 
guineous running from tbe nostrils. The lungs, voluminous but 
pale, were dotted with patches of pulmonary apoplexy. There 
were no hsemorrbages at any other point in tbe body. The urine 
contained neither blood nor albumen. The heart continued to 
beat for a long time after death. 

The serum constitutes about one-half of the mass of blood. 
I have injected, in tliis -experiment, the poison dissolved from 
250 grammes of blood. The animal had already in its vessels, 
before the injection, 17 grammes of blood. When it died, its 
tissnes had at their disposal, per kilogramme of its weight, tbe 
poison of 327 grammes of blood ; from this I am obliged to 
conclude that 1 kilogramme of blood is capable of killing about 
3 kilogrammesof animal. 

Was death, in this experiment, due to toxicity of the blood 
alone? I would not dare to say so. I am obliged to take some 
cognizance of the apoplectic patch in tbe lung and of the san- 
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gmnolent oozing from the nostrils, which suggest the idea of 
plethoric haemorrhages, and which raise the question 'whetber 
the enormous increase in the mass of blood Las not been the 
cause of death. Remember, however, that tbe animal died, 
after liaving received into its veins 125 cubic centimetres of 
■serum, like the animal in the preceding experiment, after 
having received 126 cubic centimetres of deflbrinated blood. Re- 
member, too, that diatiHed water causes death when we intro- 
duce into the vessels more than 122 cubic centimetres of it. 
From this comparison you will be able to conclude that blood is 
less toxic than pure water. It is only apparently so, and, at tbe 
same time, a misuse of language. Water is not toxic, properly 
speaking, aud a liquid which kills in a larger dose than water 
may be toxic. Water does not kill by its chemical composition, 
by toxicity ; nor does it kill any more by its mechanical action, 
— by plethora; it kills by its physical action, by swelling out 
the globules and dissolving out the htemoglobin. If you wish 
to kuow to what point it is requisite to increase tbe mass of 
blood in order that death may follow, or what is the limit at which 
plethora becomes fatal, it is necessary, as I have done, to inject 
into the veins water, to which a salt very slightly toxic has been 
added, and in such proportion that in this solution tbe globules 
ofthe blood are not deformed, — a solution of sea-salt, 7 parts in 
1000, — au artificial serum. Yet, with such a liquid, death comes 
in the rabbit only when we have injected for each kilogramme 396 
cubic centimetres of tbe solution.or when we have multiplied tlie 
mass of the blood six times. In such it is really with plethora 
■ that we have to deal ; death is the result of a mechanical effect, 
for during life the veins are seen to be extremely distended, 
injection becomes ditlicult and laborions, and the piston of the 
syringe is oonstintly driven back by the excess of the intra- 
venons tension. All the liquid injected remains in the circulatory 
apparatus, for the urinary secretion is not increased ; we do not ' 
find liquid either in tbe stomach, intestines, or serous cavities, 
and there is no (edema in any part, but we detect a focus oT 
pulmonary apoplexy. There has not been any physical action, 
for the blood-globnles are neither deformed nor decolorized ; 
there has not been any chemical or tosic action, for we have 



only injected 2.TT3 grammes of aodiiun cliloride, and to kill s 
kilogramme of rabbit we require 5.31 grammes of tliis salt. 
If in order to kill by plethora we miiat increase the raaaa of 
blood six times,. — I have not even tripled it in my injections of 
Beriim or of blood, — I add that in these experiments death can- 
not be explained by a pbyaica! action, as when tliere is question 
of distilled water. I have introdnced into the veins a liquid 
which is the natural medium of the globules, in which they 
neither become swollen nor retracted, I come therefore to my 
first conclusion,. — death is apparently only explained by intoxi- 
cation; but, notwithstanding, I maintain a reserve, for it is not 
poisoning wliich conld have iirovobed pulmonary apoplexy; 
something must have been added to tbe intoxication. 

To avoid this something, we would require to inject the 
poison of the serum in a state of greater concentration, — tlie 
removal of the water, the removal, too, of albuminoids, which, I 
suppose, cannot be tlic toxic substances; at least, when we inject 
blood from one species into an animal of the same species. 
That is what I have done; I have coagulated the albumen and 
concentrated by freezing the liquid got by washing tbe congii- 
lum. In order to produce deatli, I have been obliged to inject 
tlie extract from more than 400 grammes of serum representing 
800 grammes of Wood ; yet it was simply the extract from the 
serum of horse injected into tlie i-abbit. In this experiment, 
JOOO of blood would kill 1250 of living matter. Calculation liaa 
forced us to admit that a kilogramme of blood would be capable 
of killing at the least 201 grammes, and at the maximnm 10,433 
grammes of living matter — experimentation has narrowed these 
extreme limits. It shows us that a kilogramme of blood could 
destroy at the least 1250 grammes, and at tlie greatest 3000 
grammes of living matter, Tlie true index, as yet undetermined, is 
between these two extremes. Besides tbe plasma, blood contains 
globules. Do these globules increase the toxicity of tbe blood ? 
Experimentally, no ; yet these globules contain toxic materials, 
and even in large quantity; but they are materials belonging to 
the constitution of the globules, and tliese are living. Blood is 
only a tissue of mobile cells, wliioh have, like every cell, a frame- 
work. What enters into the composition of this frame-work is 
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Inoffeneive for the cell so long as it is living ; bat each cell con- 
tains potass, which it keeps combiued with other substances, 
mineral or organic. This potass cannot injure living cells except 
when hberated by the destruction of other cells ; in these con- 
ditiona potass passes into the iiqiiicls and its tosicitj may then 
be shown. If we destroy the globules by boiling or by charring 
and inject the aqueous solution of this into the blood of an 
animal, we bring about convulsions and death. 

Alcohol removes water from the globules, extractive matters, 
fftt, cholesterin, aud the salts of potass, With tlie alcoholic 
extracts of blood we induce muscular wealiness, eonvnlsions, 
and very rapidly salivation, as I pointed out apropos of a 
toxic substance in urine. It is from the blood that the kidney 
gets this substance, which causes salivation. With the alco- 
holic extract of blood , narcosis is observed only under abnormal 
circumstances. I have seen it produced in one case with the 
blood of ft urtemic patient who was not eliminating its toxic 
Bubstanees, but with normal blood we do not induce narcosis. 
luto the alcoholic extracts of blood there pass nitrogenous 
bodies, both basic 'and neutral ; I cannot say to which of theoL 
the physiological phenomena of wliich I speak are due. I con- 
sider that the living globules arc harudess, but that they funiish 
toxic matter when they are destroyed. I can only incriminate 
the potass liberated by this destruction. I cannot always 
accuse the alkaloids found, in normal blood, -by Qautier and 
myself, for they are found in a still smaller quantity than that 
which urines contain, and we have seen that they represent only 
a minimum part of the toxicity of urine. 

En r^suvi6, blood contains, as we know, a reserve quantity of 
poison ; a small quantity of this poison is incessantly eliminated 
by the kidneys ; it receives from the tissues an equal quantity 
of it; it contains, therefore, in the normal state, always a cer- 
tain quantity. If elimination is prevented and the supply of it 
coutiuues, accumulation of toxic material produces intoxication. 
We know what the quantity of toxic matter is that is introduced 
into the blood and eliminated by the kidney in a circulatory 
revolution, and we also know what quantity of living matter 
might be killed by this amount of toxic luaterial ; we cau, then, 
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fix tile time necessnry for 1 kilogramme of blood to kil[ 1 kilo- 
gramme of aiiiinal. Tiiis period ia two days and four Iioiira; 
tliat ia n tbeoreticiil avei'age. lu reality the time necessary is 
longer, iKcause in ursemia tliere are produced functional derange- 
ments of the intestinal tiilje wliieli prevent it absorbing the 
poisons which it contuiuB, were it only the potass of alimentary 
origin ; moreover, the formation of the poisons of disaasiniila- 
tion is prevented by intoxication itself; vomiting, cliill. The 
poisons only act when dissolved in the plasma; the globules are 
not toxic whilst they remain alive. The materials constituting 
these anatomical elements are retained therein by the force of 
tension which resides in every living cell ; but in case of death or 
rapid disintegration of tlie cell, freedom is given to all the sub- 
stances which were part of its constitution, — potass, creatin, 
leucin, and other nitrogenous substances. The proteid matters 
wonid themselves be incriminated if it is true that they can, by 
undergoingcertainmodifloiilions, pass into the condition of soluble 
ferments ; the experiments of Alex. Schmidt would tend to mtike 
this a supposition. In every case, in spite of the work of the 
sehool of Dorpat, I do not believe that the intoxication pro- 
duced by blood can be attributed to dissolved btemoglobin. 
The result of the sudden or rapid destruction of blood-corpuscles 
is the production of such phenomena as mnacniar debility, sali- 
vation, convulsions, and death, but never narcosis, unless when 
we operate with the blood of a person who is nrajmic or is suf- 
feriug from choleraic anuria. Of those eifects, some are due to 
the mineral constituents ; from the potass, notably the convulsive 
phenomena arise ; of the organic substances there is one which 
is present in the alcoholic extract of blood and urine, liver and 
muscle, and to which salivation is attributed. 

After having studied the toxicity of the blood, it would be 
desirable to get to know the toxicity of the tissues. But this is 
a still more delicate research ; we cannot inject them as they are 
into animals; we can only inject their extracts, and these ex- 
tracts, these products of the disintegration of tissues, are toxic. 
The toxicity of the extract of flesL has been known for a long 
time. This may be of some utility from an alimentary point of 
view; to a certainty it is toxic, If it does not poinon, that is 
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because it has been introduced only in small quantity into the 
organism, and that it is being constantly eliminated ; besides, in 
every aliment there are toxic substances, and every aliment 
would become a poison if renal elimination was not the safe- 
guard of the body. It is said that what is toxic in the extract 
of meat besides the mineral salts, potass, are organic substances, 
such as creatinin, which in meat is in the form of creatin. The 
stimulating effects after muscular depression are attributable 
to it. 

With the aqueous extract of muscle, which contains mineral 
and organic substances, we produce neither salivation nor nar- 
cosis, but convulsions, and, exceptionally, contraction of the 
pupil. In these phenomena of intoxication there is no place for 
the action of alkaloids ; the alcoholic extract of muscle causes 
the salivation. An alcoholic extract of liver causes an excessive 
salivation; the extract from 117 grammes of liver determines 
death in the rabbit. When we know the toxicity of an extract, 
if we suppress the potass which it contains, we deprive it of its 
power of producing convulsions. For this purpose it is suffi- 
cient to precipitate it in the state of tartrate of potass. After 
this operation the extract of 216 grammes of muscle, which 
caused convulsions and death, produces no accident whatever. 
Besides potass, there exist in the extracts of the tissues such 
bodies as tyrosin, leucin, butj^ric and acetic acids ; they play 
their part in those phenomena of intoxication, during life, com- 
parable to those which supervene after the absorption of the 
poisons of putrefaction. 

Here is a remark of Gautier : " By the side of aerobic life 
there is anaerobic life, thanks to which the cell is able to live 
for some time without oxygen. The anatomical elements are 
still engaged in the phenomena of oxidation, but at this time 
they are taking oxygen into the tissue itself. If we weigh the 
respired oxygen, that mixed with the fluids drunk and in combi- 
nation with the food, and on the other side the 0x3^ gen fixed in 
the carbonic acid exhaled by the lungs, the skin, contained in the 
dejections and combined in the excreta, we find absolute equalit}'^ 
on both sides. But the free oxj^gen has not been sufficient; the 
respired oxygen does not explain the surplus of water and car- 
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boiiic acid ; tlie osidutious, therefore, have been made with the 
oxygen of the cornbinationa; one-tliird of life ia suppovted by 
oxidation without free oxygen." Nutrition ia thus, on one side 
at least, comparable to fermentation when air is excluded. 

Let ua return to the liver and to its particular emunctory 
function. Bile plays, without doubt, a. part iu digestion, but it 
is a constituent of the excreta, and it undergoes, iu part, ab- 
sorption. Does the part absorbed produce intoxication ? Schiff 
lias told us that we can God bile iu the blood just come from 
the intestine, but not iu the general circulation. He has ad- 
mitted that the bile is seized again by the liver, then secreted 
anew, and again retaken without cessation. If this perpetual 
circle is true, the liver would, therefore, act as a protector to 
the general circulation, as regards bile and other poisons. That 
is possible, but not emphatically demonsti'atcd. In every case 
the contrary is true in pathological conditions ; bile may im- 
pregnate the blood and tissnes. Even iu the normal state, in the 
dog, bile passes into the wbole of the circulation ; in this animal 
jaundice is physiological. 

To return to man, may bile itself cause in him intoxication f 
For a long time we have suspected the toxicity of bile. Deidier, 
iu the last century, made intra-venous injections of bile from 
those who died of the plague. In our own century, at different 
times, there have been undertaken experiments to clear up this 
question. Bouissoo concluded that filtered bile is iuoifeusive; 
that, uniiltered, it kills. It can bring about, like all viscid 
liquids, — like pure glycerin, — ])uimonary embolisms. Ton 
Dusch, Frerichs, and Bamberger liave injected large doses of it, 
and have only rarely induced death. Vulpian has injected up to 
250 grammes of it into a dog during several days, — 96 grammes 
iu oue day aloue. He hns omitted to mention the weight of the 
dog. Supposing it to weigh 10 kilogrammes, the toxicity of the 
bile wonld be 9 cubic centimetres per kilogramme of the animal, 
— that is to say, five or six times stronger than that of urine. 
That is little, when we think of the fatal conaequences which 
are attributed to bile. I have established tiiat the bile of 
oxen, mixed in twice its volume of water and injected into 
the veins of a rabbit, produces death iu the dose of 4 to 6 cubic 
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centimetres of pure bile for each kilogramme of animal. I 
have recognized, besides, that bile decolorized by carbon loses 
two-thirds of its toxicity. 

Of the toxicity of bile, niimerona ejEplnnutions Lave been 
offered. The biiiary salts have been declared toxic in almost 
infinitesimal quantities; they have been found in such small 
quantity in the blood of those who have died from severe jaun- 
dice and from poisoning by phosphorus. Injections of tauro- 
cholate and glyeocholatc of soda, made by von Dusch, Huppert, 
aud Kuhue, have produced scarcely any effect whatever. And 
yet the results obtained by Leyden upon the dog and frog have 
little in agreement with each other. Concurrently with M. 
Tapret, I have determined that the biliary salts in an aqueous 
solution of 2 per cent, kill 1 kilogritmme of rabbit ; the chelate 
of 8oda, in the dose of 64 centigrammes; and choleate of soda, 
in the dose of 46 centigrammes. 

We might incriminsite cholesterin, but we have only been 
able to induce e hoi ester jemia experimentally, by processes too 
defective to enable us to draw from them any conclusion. The 
absurd quantities of ciiolestorin wJiich have been introduced 
into the blood have only been done through the medium of soap 
aud water, or of potass, which would kill of themselves. At 
any rate, amongst old people, the atheromatous abscesses which 
we find widely open in the aorta contain sometimes several 
grammes of cholesterin without there being any poisoning from 
them. The coloring substances ongbt to be suspected by us as 
toxic agents, since bile, once decolorized, is much less toxic. 
Equally with M. Tapret, I have shown that bilirubin kills in 
the dose of 5 centigrammes per kilogramme. 

As for the biiiary salts, they do not kill by direct intoxica- 
tion alone. We can see under the microscope the harm which 
they do. They dissolve and break up the blood-globules, and 
also other cells, — striated muscular fibres, and the cells of the 
liver. They therefore cause anatomical lesions, and intoxication 
arises from the setting free of toxic substances which enter into 
the composition of the cellular elements. This intoxication 
develops but slowly. 

People iutoxicated by bile are, therefore, in the condition of 
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animals into whom we have injected aqueous or alcoholic extracts 
of the tissues. Amongst patients, so long as there is functional 
activity of the kidney, all goes on well ; but if not, then they 
die intoxicated by the potass and by other products of cellular 
destruction. But it is not a primary intoxication ; it is 
secondary, and is caused by the mineral or organic products, 
and from the breaking up of the anatomix^al elements. 

Amongst jaundiced people, we indeed observe a rapid dimi- 
nution of the weight of the body. In acute yellow atrophy of 
the liver, it seems that the muscles diminish in size. Besides, 
if the kidney functionates well in jaundiced people, their urine 
is very toxic, but not in the same manner as normal urine. This 
does not determine convulsions ; jaundiced urine is convulsive, 
and not narcotic. In small doses, even absolutely decolorized, 
it remains toxic ; but it does not owe this property to the con- 
vulsive material of normal urine, since this remains fixed in the 
carbon. The convulsive property comes to it probably from the 
potass, for bile produces nothing similar to it. Thus, jaundiced 
urines owe their toxicity chiefly to the waste products of cellular 
disintegration, and especially to the mineral products. We are 
now beginning to foresee what intoxication may be in the 
economy. 



LECTURE YIII. 

Origin of the Toxic Substances of Urine — Toxicity of the 
Fluids and of the Contents of the Intestine (Bile and the 
Products of Putrefaction). 

Toxicity of the fluids. It is due to the disassimilation or destruction of cells. 

Products of disassimilation turned into the intestine by the liver. Toxic 

power of bile compared with that of urine. Dangers of absorption or reten- 
tion of bile. How the organism protects itself against the toxicity of bile. 
Precipitation of a part of the biliary elements in the intestine and metamor- 
phoses having for their object the insolubility of other elements ; toxicity of 
jaundiced urines ; diminution of the toxic power of jaundiced urine brought 

about by decolorizing. Putrefaction in the intestine caused by microbes 

which are found normally therein. R61e of the hydrochloric acid of tlie 

gastric juice which neutralizes the activity of these microbes. Are putiid 

substances toxic? Opinion of Haller. Experiments of Gaspard, Panum, 
Bergmann, Billroth. Koch's argument. 

If animal juices are scarcely toxic, although they contain 
more poison than the quantity which they give up to the emunc- 
tories, the cells enclose poisonous substances which they retain 
because these substances are part of their constitution, and which, 
freed by the death of the cells, cause the fluids to become toxic. 

These toxic matters are substances organized and mineral. 
Potass occupies the first rank among them ; in the normal state 
it is a constituent of the anatomical elements, but not of the 
fluids. In the economy of the living animal a measured quan- 
tity of toxic substance exists in a state of combination in the 
cellular elements, and it is onl}'^ by an abnormal modification of 
these elements that we see their poisons come into the fluids. 
The fluids contain notably only the exact quantity of potass 
which they carry to the tissues or to the emunctories ; the 
potass, therefore, is only on its transit in these fluids. 

The mineral and organic poisons are, therefore, in general, 
poisons of disassimilation ; but in the organs whose disassimi- 
lation produces poisons there are those which liberate a part of 
the material of which they are composed, immediately it is free, 
into particular canals, which conduct it to the exterior, e,g,, the 
glands of the skin, the liver. 

(83) 
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Bile escapes direct absorption by the blood, but not all con- 
tact with it, since at the surface of the intestine it is in contact 
with the mesenteric capillaries ; only the liver is still there to 
seize it anew and to throw it out again into the intestine. 

Would bile be dangerous to the blood ? Assuredly ; its tox- 
icity is less than is believed, but it is still considerable. 

In an experiment of Vulpian we see that 10 grammes of bile 
per kilogramme of animal constitute a poisonous dose. We even 
see it kill with 4, 5, or 6 grammes one kilogramme of animal. Bile 
is, tlierefore, at least five times (occasionally ten times) more 
toxic than urine. The small size of the gall-bladder and the small 
quantity of bile which we find in it post-mortem would lead us 
to believe that this secretion is of little importance. ' We change 
that opinion when we know the quantity of bile secreted in 
twent3'-four hours. According to Beaunis, we may value at 
about 1 kilogramme the quantity of bile produced in twenty- 
four hours in man. From observation in cases of biliary fistulae, 
Ranke found a mean of 14 grammes of bile per kilogramme of 
living weight for twenty-four hours. Yon Wittich has obtained 
from such in a woman, in twenty-four hours, 628 cubic centi- 
metres ; and in a woman equally suffering from fistula of the gall- 
bladder, with complete obliteration of the gall-duct, I have seen 
the daily quantity of the bile reach 800 grammes. Thus, if, in 
equal time, the urine eliminates half of that which would kill a 
man, bile eliminates thrice the quantit3^ The total quantity of 
bile is six times more toxic than the totality of urine. 



COMPARISON BETWEEN THE TOXICITY OF BILE AND 

THAT OF URINE. 

A man of 65-70 kilogrammes eliminates in twenty-four hours 
1350 cubic centimetres of urine on an average, or about 20 
grammes of urine per kilogramme. This urine can kill an 
animal of 1 kilogramme after a dose of 45 cubic centimetres. 
Man, for each kilogramme of his bod^'-weight, eliminates, there- 
fore, in twenty-four hours, by his urine, sufl3cient to kill 12^^= 

444 grammes of living matter. A man of 37 kilogrammes elim- 
inates in twenty-four hours 652 cubic centimetres of bile ; that 
is, 13.45 cubic centimetres per kilogramme. This bile can kill 
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an animal of 1 kilogramme at the dose of 5 cubic centimetres. 
Man, for each kilogramme of his body-weight, eliminates, there- 

fore, in twenty-four hours, by bile, suflacient to kill -13-4^- = 2690 

grammes of living matter. From what precedes we may con- 
clude (1) that 1 kilogramme of living matter being killed by 
5 cubic centimetres of bile and by 45 cubic centimetres of urine, 
bile is nine times more toxic than urine ; (2) that the quantit}^ 
of bile secreted in twenty-four hours by 1 kilogramme of man 
l>eing capable of killing 2690 grammes of living matter, whilst 
the quantity of urine secreted b^^ 1 kilogramme of man in 
twenty-four hours is capable of killing only 444 grammes of 
living matter, the toxic activity of the hepatic secretion is six 
times g?*eater than the toxic activity of the renal secretion, 

in- = 6. If all the bile which the liver secretes passed directly 

into the blood, man would be poisoned by his own bile in eight 
hours fifty-five minutes. If all the urine that the kidneys 
secreted passed directly into the blood, man would be poisoned 
by his own urine in two days, six hours, and thirty-two minutes. 



We see the danger which results either from any impediment 
placed in the way of the elimination of bile or from its absorp- 
tion. Fortunately, more than one-half is eliminated in twenty- 
four hours by the digestive canal ; the water of the faeces repre- 
sents the water of 400 grammes of bile. Besides, the other half 
of the bile is not absorbed, for if it was eliminated by the urine the 
toxicity of urine would be much more considerable. We would be 
obliged to admit that the urine of twenty-four hours was capable 
of killing the whole individual, or even twice the individual ; but 
experiment has shown us that urine has not this toxicit3\ 

What becomes, then, of this half of the bile which is not 
thrown out by the digestive canal? Does the liver destro}^ it? 
Do the tissues change it? These two hypotheses are possible, 
but not demonstrated. 

What is demonstrated is, that in the intestine a portion of 
the bile ceases to be absorbable. The coloring matter and the 
biliary salts are metamorphosed, — precipitated or rendered insol- 
uble. Yet, in certain morbid conditions, bile may be absorbed 
in the liver itself, at the margin of the hepatic cells. In these 
cases, if the kidneys remain permeable, it becomes a menace to 
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intoxication ; if they have ceased to be so, poisoning is the 
result. If the kidney has remained permeable, and no general 
accidents have arisen, the urine becomes toxic, — not to the indi- 
vidual himself, but to the animals upon which we experiment. 
Certain jaundiced urines are toxic at the rate of 13 cubic centi- 
metres per kilogramme ; these urines owe, without doubt, a great 
part of their toxicity to the presence of coloring matters, since, 
once decolorized, thej^ may be injected in double or triple the 
quantitj'^ ; but the destruction of the blood-globules and hepatic 
cells, the products of increased disassimilation, which the 
rapid diminution in weight amongst jaundiced people bears 
witness to, and especially the potass, contribute to rendering 
jaundiced urines very toxic. 



INTRA- VENOUS INJECTION OP A HIGHLY-JAUNDICED URINE. 

March 11, 18S5. Into a rabbit weighing 1650 grammes we 
injected 22 cubic centimetres of a very pronounced jaundiced 
urine, coming from a patient in the Saint Landry Ward (Hdpital 
Lariboisiere), who was passing 900 grammes of it in twenty-four 
hours. After the sixth cubic centimetre, agitation. At the 
ninth cubic centimetre, pupil in great part contracted. At the 
fifteenth cubic centimetre, pnpil pin-point; spasms; hurried 
respiration. At the twentieth cubic centimetre, screams ; 
spasms. At the twenty-second cubic centimetre, death, — the 
heart still beating. The animal received 13 cubic centimetres 
'per kilogramme, 

INJECTION OP THE SAME URINE DECOLORIZED, IN NEARLY 

TRIPLE QUANTITY. 

We completely decolorized, by means of animal charcoal, a 
portion of the urine which served for the preceding experiment. 
We injected into the veins of the ear of a rabbit weighing 1680 
grammes 50 cubic centimetres of this urine. The injection was 
driven in pretty rapidly. At the- twenty-seventh cubic centi- 
metre, slight tonic shaking, — stronger at the forty-first cubic 
centimetre. At the forty-eighth cubic centimetre, spasms, — ^not 
ceasing even at the fiftieth cubic centimetre. At this moment 
tonic convulsions, with opisthotonos. Respiration, which had 
become rapid after the twenty-fifth cubic centimetre, stopped ; 
but the animal returned to life. At no moment had the pupil 
been contracted. The rabbit had received 30 cubic centimetres 
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per kilogramme. On the 12tii of Marcli the rnbbit had diiirrhcBa 
and mucli albumen in its urine. On the 14th of March it was 
quite well. 

INTBA-VESOUS INJECTION OF JAUNDICED TTRINK. 

March H, 1886. Fortj-flve cubic centimetres of urine from 
the same patient whose urine had served for the preceding 
esperinients were injected into a rabbit weighing H50 grammes. 
Spasms commenced after 12 cubic centimetres. At 20 cubic 
centimeti-es the pupil began to contract. At 42 cubic centi- 
metres it was piiiicliform. Spasms began and death came alter 
45 cubic centimetres, or SI cubic centimetres per kilogramme. 



Into a rabbit weighing 1300 grammes we injected 70 cubic 
centimetres of tlie preceding urine, decolorized by means of 
oarbon. Spasm came on after 68 cubic eentimetrea. The pupil 
was not contracted. Dcatli came after the seventieth cubic 
cflntimetre. That was 54 cubic centimetres per kilogramme. 



If bile is toxic directly and indirectly, the intestine is already 
— 80 far as bile is concerned — a source of intoxication, — in as 
feeble a proportion as we please, but still really so. From there 
pass onward into the blood, in addition, other materials which 
are eliminated by the urine, — mineral salts {e.g., potass) intro- 
duced by the food, and other toxic substances of alimentary 
origin. Nevertheless, this is only a minimum portion of the 
poisons which the blood may derive from tlie intestinal canal. 

There is a third source of intoxication for the blood; it is 
putrefaction : not otdj' that which arises from the imperfect 
metamorphosis of digested matter, but that which the presence 
of micro-organisms in the intestinal tube incessantly maintains. 
In the digestive canal tbe conditions most favorable for the 
elaboration of poisons are realized. Therein are found nitrog- 
enous substances, already peptonized ; and peptones are, as joa 
know, excellent culture-media for microbes. Tliey are in asso- 
ciation with a notable quantity of water in a tube at a constant 
temperature of 31 degrees. The digestive canal is constantly 
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open exteriorly. Besides, the foods taken carry in with them 
putrefactive agents ; respiration allows of the deposition of 
daat in the pharynx, which, with each movement of degluti- 
tion, is caught hy the saliva, along with the micro-organisms 
which it conceals. The conditions favorable for the mainte- 
nance of putrefaction are so numeroua that we ask whether 
digestion can ever go on normally. Fortunately, the organism 
secretes in the stomach, on the introduction of food, a juice 
which is opposetl to all fermentation. Experimentally, we know 
that 1.10 grammes of anhydrous hydrochloric acid per litre pre- 
vents all fermentation ; but the gastric juice contains more. We 
find therein, per litre, up to 3.30 grammes, and even 5 grammes, 
of hydrochloric acid, estimated as the fuming acid of commerce. 

But infectious agents have not been destroyed by the gastric 
juice in the stomach; they have only been neutralized; they 
have only passed into a state of latent vitality. The action of 
organized ferments re-commences when the foods have passed 
through the pylorus. The acid of the gastric juice finds itself 
at this moment neutralized by the alkalies of the intestine, 
whose contents, if not alkaline or neutral, are in every case only 
feebly acid by a commencement of acetic fermentation. 

We have regarded the bile as capable of prolonging the 
arrest of fermentations; but bile is capable of undergoing fer- 
mentation itself, or of putrefying. It can, therefore, only feebly 
oppose fermentation in the small iutestine. At any rate, it can 
have no influence upon those which are actively carried on in 
the large intestine. 

Thus do we find the small intestine, on the one hand, and the 
large intestine particularly, on the other, capaple of passing 
products of putrefaction into the blood. But, are the putrid 
substances toxic? Haller believes they are not. Gaspard, in 
1822, established the fact that putrid substances are toxic, and 
that they are actually more so than substances arising from 
disassimilation. He injected into the veins of animals liquid 
arising from putrefaction of blood or of meat. He induced 
faintness, diarrlioja, and vomitings ; hypersemia of mucous mem- 
branes; then death; and at the autopsy eccliymoses of the 
digestive canal were seen ; also of the cellular tissues, — those 
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of the muscles and of the heart; swelling of the spleen and 
the mesenteric glands ; congestion of the lungs, — phenomena 
all of which were verified by those who have since repeated 
Gaspard's experiments. 

Magendie has studied intoxication by gases from the basins 
of water-closets, — he had previous knowledge of the morbid 
influence of putrid emanations. 

The experiments of Gaspard have been regarded as correct 
by Panum, Bergmann, and Billroth. It yet remains to be known 
whether the facts observed by Gaspard arose from intoxitjation 
or infection. So far as he is concerned, he could not distinguish 
putrefaction from infection, not having any knowledge of infec- 
tious agents. He injected into the blood of animals the prod- 
ucts of the life of inferior organisms, and at the same time these 
organisms themselves. At one and the same time, therefore, he 
caused intoxication and infection. 

Panum tried to solve this diflaculty. By boiling at 100° C. 
he destroyed the organisms themselves before injecting the prod- 
ucts of putrefaction, and he, too, observed the same phenomena. 

Koch has, besides, furnished another argument. If it is a 
question of intoxication, the effects produced ought to be imme- 
diate and proportional to the quantity of putrid matter injected. 
If it is one of infection a period of incubation is necessary, 
and the quantity ought not to seriously influence the accidents 
which follow. Experiment, however, shows that in those cases 
the accidents happen immediately after the injection of the 
putrid material. If we inject small quantities of it, we have 
accidents less grave than from large quantities. 

Thus, the absence of incubation and the proportional ratio of 
accidents to the quantity of poison decide the question of their 
nature; they are truly of the order of intoxications. It 
remains, now, to isolate the toxic substances produced by the 
lower organisms. 



LECTURE IX. 

OUIOIN OP THE TOXTO SUBSTANOES OF UrINE — TOXICITY OP THE 

Products op Putrepaction and op the Fjeces. 

Toxicity of th« ])ro(luct8 of putrefaction in general. The accidents which they 
(Ictormiiio belong to the order of intoxications. Attempts to isolate the 

varloiiH products of putrefaction. Panum, Hemmer. The sepsine of Berg- 

niHitn and achinledeberg. Multiplicity of the alkaloids of putrefaction. 

Zulzcr and Sonncnet^in, Selral, A. Gautier, Brouardel, and Boutmy. 

Vnrlal)lllty of the products of putrefaction, according to temperature. Dim- 
inution of the toxicity of putrid substances owing to filtration through char- 
coal. KnunuTation of the toxic substances which putrefaction causes in 

Hti'o^ — acetic acid, butyric, valeric, sulphuric, ammonia, leucin, tyrosin, 

indol, nkatol, cresol, phenol, hydrocarbons, etc. All these bodies exist 

ttlHO In i\nt putrcfaictlons Induced In the interior of the digestive canal. They 

contrlbuti^ to rendering the fiuccs toxic. Demonstration of the toxicity of 

fjvccH. Hllch. My rcscaivhca upon the alkaloids of faeces ; their multi- 
plicity and their chcndcal characters. Intra-venous injections of the extracts 
of Ijeces. A(iU(»ou8 and alcoholic extract. Extract of faeces deprived of their 
mineral HUlmlanecH. JfHnmi of the sources of toxicity. 

It is provod tluit putrefaction gives birth to poisons whose 
olFiM'ts «ri» rovonlod in the putrid fever of Gaspard. We have 
wondorod if don th, in the oases which he observed, was really 
tho ivmdt of intoxication. It is not oxphuned by embolism, for 
wo (hul noithor tho clinical character nor the lesions of such. 
Was It, tlion, a (Hiostion of infection? Putrefaction, including, 
as it does, infectious agents and their products, we introduce all 
at o\u»e when wo nndvo injeetii>ns of putrid substances. The 
rt^sults ithtainotl are capable of iKMUg attributed to infectious 
accidents Just as u\ueh as to ti>xic phenomena. The disease 
luav be explained by nwdtiplioation in the blood of micro-organ- 
isms acting: in aoooinlanoo with one of tho live methods which 
are proper to them. To this objeetion tho oxporimont of Panum 
n>plios, t\>r ho only injected putrid matter at\or having heated it 
to 100 do^i»'*'o»* i **^^^l ho» also, observed tho s«\mo phenomena as 
iilas|vvrd. 

lUUer intnuhuHHl int\> tho blood tUtortnl putrid matter no 
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longer containing anj figured oorpuBcle visible under the micro- 
scope ; he observed tbe same phenomena.. Besides, I have 
recalled to you the theoretical argument of Koch, — if it was a 
queation of infection, a period of incubation would be necessary 
in order that pathogenic organisms might have time to multiply 
in the circulation. The microbes which are the most rapid in 
their development require twenty minutes in order that one 
of them cau give birth to two others. Besides, one microhe 
alone heing quite sufficient tlieorctically to bring about infections 
disease, a most minute quantity ought to he suflicieiit to produce 
the most severe accidents. We only know tliat the physiologi- 
cal effects are, in these cases, proportional to the mass of toxic 
matter intrmliiced into the organism. 

Tlie toxicity of the products of putrefaction, taken generally, 
being once established, we ought to try to isolate each one 
of them. Panum, in 185'i, made the first attempt at isolation. 
He evaporated to dryness putrid matter ; exhausted, by alcohol, 
the dry residue; evaporated, by boiling, the alcohol from the 
alcoholic solution, and had thus two estmcts, — the alcoholic 
extract and tiie residue, insoluble in alcohol, which wonld be the 
nqneous extract. Kedisaolving in water the two extracts, he 
studied comparatively the effects which each one might produce 
upon the living organism. He established thus the fact that 
the alcoholic extract is very feebly toxic; it represented one- 
fifth of the tiital toxicity. The substances insoluble in alcohol 
represent, consequently, the four-fifths of that toxicity. 

Ten years later Hemmer showed that putrid poison is in- 
soluble in nlcohol. 

In 1868 Bergmann and Schmiedeberg made researches upon 
the chemical character of the substances which cause putrid 
material to be tosic. They obtained a crystallizable body, com- 
parable chemically to vegetable alkaloids, combining with acids 
to form crystallizable salts, and producing the same physiologi- 
cal effects as the injection of putrid matter. They have, there- 
fore, considered it proper to ascribe to this body a rSIe in the 
production of tosic accidents. This aepsine, as they called it, 
has been incriminated, since then, by surgeons, as the cause of 
certain complications of wounds (pyfemia, etc.). But already 
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the experimenters of whom I have spoken hn,<i recognized, by 
the side of tliis sepsiiie, other bodies liuving a different toxicity. 

In 1SG9 Zulzer.and Sonnenstcin hod signn.lGd out the presence 
of alltaloids in the products of putrefaction, hiiving chemical 
reactions comparable to those of atropine, having the property 
of dilating the pupil and of accelerating the heart, — alkaloids 
TvLich also exist (as I showed in 1883) in the extracts of the 
urine of patients attacked with typhoid fever. 

In 1871 Selmi again extensively resumed the study of the 
question of the very numerous alkaloids of putrefaction, as well 
as Qautier in 18T2, Brouardel and Boiitmy in 1880, devoting 
their time to the study of the alkaloids of the cadaver. 

The result of all these researches is that numerous alkaloids, 
variously toxic, are developed in the course of the putrefaction 
of organized substances. A putrid mass, taken en bloc, has a 
very variable toxicity. Its toxicity increases more and more 
in proportion as putrefaction advances. After the first products 
of the transformation of organized matter are destroyed, the 
toxicity, which has been at length increasing in it, afterward 
diminishes, and becomes annihilated at the end of a certain time. 
Putrefaction by heat develops a more intense toxicitj' ; by cold, 
it is not only slower, but modified also in its intensity, as the 
following experiment proves. 

Aa certain toxic organic substances lose a part of their tox- 
icity after having been filtered through charcoal, I have caused 
putrid substances to be filtered. These lose a large part of their 
toxicity by this means. 



April 30, 1885, We macerated, in the cold, 500 grammes of 
muscle in 500 grammes of water for twenty-four hours. We 
pressed it; wo obtained 602 cubic centimetres of a distinctly 
colored liquid, and filtered it. We injected into a rabbit weigh- 
ing 1850 grammes 50 cubic centimetres of this liquid, or 27 
cubic centimetres per kilogramme. We observed a medium my- 
osis and great depression. The liquid was not sufficient to allow 
of a larger injection. 
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May 5, 1885. 1. We materated 1200 grammes of muBcle in 
1200 grammes of water, in a stove, for two days. The liquid, 
strongly colored reJ, was filtered. Into a rabbit weighiiig 1120 
gi-ammes we injected 40 cubic centimetres of this licLuid. Death 
supervened, with dyspnoBa and convulsions, but with little my- 
osis, after a dose of B3.2S cubic centitnetres per kilogramme. 

2. We decolorized, by means of charcoal, a certain quantity 
of this same liquid. Into a rabbit of 1480 gramines we injected 
100 cubic centimetres. Death supei'vened, with slight coiivul- 
Bious and myosia. The animal received 67.56 cubic centimetrea 
per kilogramme. 



The pupillary contraction which the injection of uorraal urine 
causea is also produced by the injection of putrid material, 
even though it has been filtered through charcoal. The toxicity 
of these substances is, therefore, due to another substance than 
that which exists in normal urine, since thia, filtered through 
charcoal, loses its power of causing contra<ition of the pupil. 

These rcsearchea are still only on the surface, bo to speak. We 
have, at length, seen putrid intoxication in its entirety ; we have 
afterward studied certain isolated parts of it. The allialoids 
have been studied with some care; but the toxicity of putre- 
factive products is due to other causea than alkaloids. There is 
yet auotber series of toxic substances which putrefaction causes. 

The acids, — acetic, butyric, valeric, sulphuric, — ammonia 
and the ammonia compounds, leucin, leuceine, tyrosin, indol, 
akatol, cresol, phenol, and the hydrocarbons are all toxic. All 
may and do contribute, in their part, to the toxicity of putrid 
substances, taken en bloc. 

All that has just been said of putrefaction in vitro is appli- 
cable to putrefaction in the digestive tracts ; for the digestive canal 
ia a veritable putrefactive apparatus. Moisture, beat, and the 
germs coming from the atmospiiere concur in producing putre- 
faction as soon as the hydrochloric acid pr the bile has disap- 
peared or become changed in its nature. The alimentary residues 
which have not been digested .ind the peptones not yet absorbed 
■ are transformed, without any alteration, into infectious agents, 
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Tbeoretiunlly, in the second and, particularly, iu the third parts 
of the intestiue, there ouglit to occur the Bame phenomena, and 
the same bodies ahouhl develop which chemistry haa revealed in 
experimental putrefaction. In fact, we fiud in f^ciil matter the 
alkaloids of putrefaction (as I have shown, in 1882). They may 
develop there even under the influence of a ferment which ia not 
organized, — trypsine. Since 1881 Tanvet hue seen that ether and 
soda carry into the peptones some aiibatancea having the char- 
acters of alkaloids, and which, in spite of certain analogies iu 
chemical reaction, differ already from peptones hy their solubility 
in ether. In 1883 Brieger demonstrated that alkaloids are devel- 
oped during the act of peptonization. Fiecal matter contains also 
excretine, whose presence and toxicity Marcet has drawn atten- 
tion to. Strong aa was the presumption in favor of the toxicity 
of fffical substances, it was yet necessary to demonstrate it briefly. 

In 1853 Stich showed that fiecal matter is toxic, but not to 
the individual who has produced it; because this experimenter 
introduced into the intestine of one animal the ftecal matter of 
another. Iu reality, fsecal matter is toxic, in a general way, to 
living cells. If we seek for those elements to which the toxicity 
of fffical mittter is due, we have only the embarnissraent of choice. 
I will insist upon the alkaloids whose existence I demonsti'ated 
in September, 1882. I made extracts by means of chloroform 
and by ether, after having rendered fsecal matter alkaline. 

I arrived at this conclusion , that ftecal matter contains various i 
alkaloidal substances, some soluble iu ether and insoluble in chio- , 
roforra, others insoluble in ether and soluble in chloroform, 
have the characters of alkaloids, behaving like them under the 
iodo-iodu rated reagent, double iodide of mercury and potassium, 
phospbo-molybdate of soda, tungstate of soda, and tannin. I 
have isolated them in notable quantities, but insufficient to pro- 
duce intoxication. I believe, therefore, that putrefaction plays 
a part in the toxicity of fiecal substances, but less than is sup- 
posed. 1 have practiced intra-veuous injection with the extracts 
of fffical matter. 

The aqueous extract is toxic. It produces depression and 
diarrhcea, — phenomena the precursors of death. But it ia chiefly 
the alcoholic extract which is energetically toxic in small doses. 
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I have seen tlie aluoholic extract from 17 griitumea of ffecul mat- 
ter kill, liHviug iuiluced severe couvulsioiis. Nuw,imLU forms, 
iu twenty-four hours, iOO griimuiea of fajcal matter. We can 
seek for that substance to whose prestiuce is due this toxicity 
of the fEBces. The extract of fsucal matter, when it is ileprived 
of its mineral substances, salts of potass, and ammonia, when 
it has been reduced to dryneas, taken up again witU absolute 
alcohol, treated by an alcoholic solution of tartaric acid, filtered, 
neutralized by sodium carbonate, evaporated, taken up again by 
alcohol, dried anew, and takeu up by water, only hills iu doses 
infinitely larger. It is no longer the extract from 39 grammes 
of fsecal matter that we must inject to induce toxic and fatal 
accidents, but the extract of 298 grammes. 



April 28th. We collected on April 2Sd 600 cubic centimetres 
of fftcal matter, which we exhausted with 1 litre of absolute alco- 
hol. The -ilcohol was filtered and distilled. The residue was taken 
up by 225 cubic centimetres of absolute alcohol. We afterward 
divided the liquid into two parts, — one of 150 cubic centimetres, 
representing lOO grammes of feecal matter; the otbcr, 76 cubic 
centimetres, representing 200 grammes of fffical matter. A. The 
second part (200 grammes) was distilled and taken up by water. 
After filtration we obtained 90 cubic centimetres of liquid, of 
which 1 cubic centimetre represented 2.22 grammes of fiecal 
matter. Into a rabbit of 1850 grammes we injected 33 cubic 
centimetres of this liquid. At this moment convulsions, death. 
That is, 17.8 cubic centimetres per kilogramme, or the ex- 
tract of 39.5 grammes of fxcal matter. B. The first part (400 
grammes) was distilled and taken up by absolute alcohol. We 
precipitated the potass and ammonia by tartaric acid. We also 
neutralized, after filtration by sodium bicarbonate, filtered, evap- 
orated, and took up by ai»oliite alcohol. Again we filtered, 
evaporated, and took up by distilled water, and then filtered. 
We obtained 35 cubic centimetres of liquid, of which 1 cubic 
centimetre represented 13.4 grammes of fsecal matter. Into a 
rabbit of 1340 grammes we injected, by an intra-venous channel, 
35 cubic centimetres. No phenomena were obaeiTable. The 
rabbit received 400 grammes of fcecal matter, or the extract of 
S98 grammes of f meal matter per kilogramme. 
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We may, tlierefore, considei' the following as contributing to 
the toxicity of the fieces ; on the one hand, potass uiid ammonia 
chiefly ; on the other, something which is soluble in alcohol, and 
which is neither potass nor ammonia; then bile, and, lastly, the 
residues of putrefaction. 

To sum up: the aqueous extract of putrid matter is very 
toxic, that of ftecal matter is slightly so ; the alcoholic extract 
of putrid matter is not very toxic, that of fiecal matter is 
decidedly so. 

If we class toxic products together, we place in the first line 
mineral substances, — chiefly potass, — alimentary products, or 
those furnished by disassimilation ; in the second line the prod- 
ucts of intestinal putrefaction, amongst which ammonia occu- 
pies an elevated position ; in the third line the organic products 
of disassimilation, and therein is included a small quantity of bile, 
which may be re-absorbed by the intestinal mucous membrane. 

Thus we recognize all the sources of the toxic materials of 
the economy, — the tissues, secreting organs, foods, putrefactions. 

The toxic products coming from these four seats of origin, 
introduced into the blood, give to it that slight degree of tox- 
icity which we have been able to estimate. The blood imposes 
this toxicity upon the products of secretion , and especially upon 
the renal emunctory. After having demonstrated that the uriue 
is toxic, I showed that it canuot be otherwise. The blood is 
not, to any extent, habitually toxic, because urine is strongly 
80 ; if this were no longer toxic the blood would become toxic, 
since poisons are always being introduced into it, proceeding 
from diaassimilation , from foods, the products of intestinal 
putrefaction, and the products of secretion. 

We never observe accidents the outcome of intoxication 
with normal kidneys ; if the kidneys are diseased the individual 
dies. To all cases of death arising from suppression of the 
renal function we apply the term uremia. But wiiat we already 
know enables us to foresee that a complexity of pheuomeaa iB 
hidden under this name. 




LECTURE X. 

Intestinal Antibepbis. 

EttnmS of tbe caoBOBof tlie toxicity or tbe contents of tbe digCBtlre canal. Folsss 

Bod ammonia, bile, putrid BUbatancEs. Puisons absorbed la the tDtesUne 

roost traverse the blood, gioce they are found in the urine. Piinaielisni 
between the toxicity of urine and that of material cantalued In the Intes- 
tine. Wo can diminish the toxicity of mine by iDduclng- dislnfoctlon and 

antiaepais of the digestive canal. Influence of charcoal taken in a euffl- 

cient quantity upou diminution of tbe toiitity of urine. On inlcstiaal 

aotlBcpelB. CoDditioDa which a, medicament ought to iUSil when destined 
to briiip about InteBtinal autlMpais. Salicjlale of blfimuth, salts of mer- 
cury, iodoform, uapbtbaiin. Their sdvantagea and iuconveniences. Method 

of admiulBterlng naphthalln. Charcoal fixes tbe coloring matter and the 

toxie products of bile. Napbthalln is opposed to intestinal fermentation. 

The organiam contains poisons tbe origins of which we know, 
viz., the destructiou of cells, disassimilation, secretion, iiigestioa, 
and putrefaction. 

The digestive canal contains three orders of these poisons : 
those which come from the ingesta, bile, and putrid material. 
Its contents, therefore, should be toxic. Experimentation has 
demonatraled that they are toxic from the potass and ammonia, 
toxic from the bile and putrid material. 

Tliere are, therefore, poisons in one part of the organism 
from which absorjjtion is continually taking place. Can this 
absorption produce intoxication 1 Wo cannot demonstrate ex- 
perimentally that the poison enters the blood, but we can demon- 
strate that it leaves it. It is, therefore, necessary to see whether 
the toxicity of the urine is in keeping with the toxicity of the 
digestive tube, and as to whether their variations are parallel. 

In 1883, whilst demonstrating the alkaloids found in normal 
ftecal matter, I considered those as the source of nearly ail the 
alkaloids of the economy. I have been able in one instance 
to estimate their quantity as 15 milligrammes per kilogramme 
of fffital matter. I noticed that each time these alkaloida! sub- 
stances increase in the f^ieces the}' increase in the urine, although 
always smaller in quantity. I noticed, too, that the parallelism 
is preserved not only from a quantitative point of view, hut also 
' (91) 



ON AUTO-lSTOXl CATION. 

as regards their n.iture. Just as there has been a pvedo mi nance, ' 
in the digestive cuuul, of alkaloids soluble in ctlier oi' those ] 
which are soluble iu chloroform, so have I seen preilomlnate, m > 
like manner, one or the other in the urine. 

I am less inclined, to-day, to add so imicU importanoe to 
these tosic prodiicta. We can aiTive at the same opinion by 
taking tosic substances in their totaiity. 

We may suppress a ptirt of the toxic matter of urine by A 
fixing that of the intestine by means of charcoal, which retains J 
the coloring aiibstances and the alkaloids. This is to induce J 
not antisepsis, but disinfection of fieeal matter. 

The extract of 200 grammes of fiscal matter, in the case of A 
patients by whom we bave caused to be ingested the required J 
quantity of cliarcoal, is inoDensivc to those animals into which ] 
we have injected it, whilst we killed with tlie extract of IT ] 
grammes, of ffeca! matter not disinfected, per kilogramme, 
intestinal disinfection by charcoal diminishes also the toxicity of j 
urine by from one-half to two-thirds. If we wished to push the i 
inquiry further, it would be necessary to produce antisepsis by J 
preventing even the putrefaction which is produced in 
intestinal canal. 

It is a long time since we have produced antisepsis without- 1 
knowing it, just in the same way as M, Jourdain* made prose, ] 
By giving calomel, or the black sulphide, we diminish, without 
knowing it, putrefaction. Many physicians have done so con- 
sciously, supposing that substances with a putrid odor would be * 
offensive to the elements with which they are in contact. 

We have employed chlorine internally, and pure iodine, — ex- 
cellent antiseptics, — the sulphites, hyposulphites, phenic acid, 
creasote (Pecholier), and boracic acid. We have obtained 
nothing by these means save, perhaps, with the sulphites (Sem- 
mola, Pauli) aud the sulphide of carbon (Dnjardin-Beaumetz). 

A reproach which at the outset we can theoretically raise 
in regard to all of these substances, with the exception, perhaps, 
of the last one, is, that they are soluble and absorbable. In the 
long journey from the mouth to the intestine the antiseptic 
agent loses some of its power. One other inconvenience which 

•Tliia refers la "Le BonrgEoia GentUlioiuiue " of MoliBre. 
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might arise from absorption of the antiseptic agent is, that, when 
introduced into the blood in a sufficiently large quantity, it 
might exercise therein a toxic influence. 

The conditions which a substance should fulfill when des- 
tined to bring about intestinal antisepsis are, that it should 
not be absorbable, and yet should be capable of being given in 
doses efficaciously antiseptic without inducing by itself any 
toxic influence upon the organism. We must, therefore, use 
insoluble antiseptics. 

Salicylate of bismuth and iodoform, extolled by Vulpian ; 
naphthalin (Rossbach) ; calomel, which is changed into bichloride 
in the stomach and black sulphide in the intestine ; black sul- 
phide employed alone (Serres, Becquerel), — these have each in 
their turn enjoyed considerable favor. A portion of these 
agents is always absorbed. 

Thus, with salicylate of bismuth the fsecal matter is black- 
ened owing to the sulphide of bismuth, and the urine contains 
salicylic acid. 

With iodoform, which I have employed for a long time now, 
we find a little iodine in the urine, and the stools contain free 
iodoform. 

When we administer naphthalin the stools contain it. This 
body, hitherto considered insoluble in water, is absorbed to the 
extent of some centigrammes for every 6 grammes we have 
given. The urine rapidly takes on a brownish-black coloration, 
different from that of carbolic acid, which is tinted black, and 
from creasote, which is of a greenish black. 

Acetic acid, in small quantity, modifies the substance which 
results from the passage of naphthalin into the urine. Under 
its influence a rosy tint appears, which acetic acid does not pro- 
duce in normal urine. We can estimate in the urine a body of 
a compound-sulphur character, resulting from the combination 
of naphthol and sulphur, a naphtho-sulphurous acid, which may 
be arranged as naphtho-sulphite of soda. This union can only 
have occurred by sulphur having been borrowed from the organ- 
ism ; that is to say, by destroying albumen or nitrogenous matter. 
But this quantity of sulphur is insignificant, as I have been able 
to ascertain by the aid of M. Rosenstichl. From the whole of 
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the urine passed by a woman who had taken for ten days 
grammes of naphthalin we were only able to remove 0.03 centi- 
gramme of naphtho-aulphite of soda per litre. 

For ten yesirs I have made use of charcoal in large doses, 
and, thanks to it, have obtained a diminution of the toxicity of | 
urine and of fiecal matter without preventing fermentation. ] 
Since then I have added iodoform to charcoal, whicli neutral- 
izes putrid ferments, according to the formula : Charcoal, 100 
grammes; iodoform, I gramme. 

Following Rossbach, I experimented with naphthalin to 
solve the question of the seat of the infectious agent in choiera; 
then in typhoid fever, gastric fullness, putrid diarrhoeas; finally, ] 
in the healthy individual, without injury to the latter. 

.1 give the formula: Five grammes of naphthaliii 
with an equal quantity of sugar, made aromatic with 1 or 2 
drops of bergamot, divided into twenty powders, one of which • 
is to be taken every hour. 

Ftecal matter at length loses its odor, unless it is simply 
masked by that of naphthalin. But a second and greater 
advantage is, that fiecal matter loses, to a great extent, its tox- 
icity, the putrefactions within the intestinal tube being com- 
pletely suppressed. 

In the ease of a man the subject of gastric trouble, 35 to 40 , 
cubic centimetres of urine induced death for every kilogro 
of animal. After disinfection of the fieces by na[iht]ialin, 90 to 
100 cubic centimetres of urine were harmless. This harmless-^ 
ness of the urine lasted as long as the antisepsis of the digestive 
canaL Antisepsis suppressed, the urine became toxic again. 

With charcoal I was less enlightened upon the cause of the 
inoffensiveness of the urine, since it iixed the coloring matter 
of the biliary secretion. By means of naphthalin I onlj' sup- 
press fermentation. We would also require to suppress the 
bile ; but as, in the case of people in wliom bile ceases to flow 
into the intestine, it passes into the blood, the problem cannot be 
solved. We would require to have an individual the subject of 
biliary fistula, and suppress in him alimentation. All causes of 
toxicity removed, whatever will remain of a toxic character in 
the organism would be attributable to the poisons of disassimi- 
lation. Here is researcb for the future. 
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To sum up : I Lave succeeded in demonstrating that not 
only are tliere poisons in the intestine, but that they are a con- 
stant menace of intoxication to the organism. After having 
explained the sources of toxic substances, I have shown their 
passage tlirough the organism, tlieir elimination by the urine, 
and the sewage-wave ladened with toxicity coming from other 
sources. If urinfe is not formed, there may result from this fact 
intoxication, which will often be of intestinal origin. That is 
why, in place of uraemia, I have proposed to call it stercorsemia 
or coprsemia. 

If I have written at such length upon physiological data, 
it is because they were indispensable before undertaking the 
analysis of pathological facts. 



LECTURE XL 

Pathogenesis of Uremia — Distinction between the Symptoms 
OF the Pre-Ur^mic Period of Nephritis and the Symptoms 
OF Intoxication. 

The knowledge of the action of the toxic substances contained in the urine does 
not explain all the symptoms of nephritis. It only explains* those of the 
period of intoxication, when the organism produces more poison in twenty- 
four hours than the kidneys can eliminate in the same time. A normal 
kidney can eliminate more toxic material than It does in an ordinary way. 

Examination of the various accidents which we obseiTC in diseases of the 

kidney before the uraemic period, — albuminuria, cachexia from hypo-albu- 
minosis. Dropsy. Vascular and cardiac troubles ; their effect upon the 
digestive canal and the nutrition of the skin. Haemorrhages. Eye troubles. 
Spurious serous phlegmasias. All accidents precipitated may come on when 

the urine is still normal as regards quantity and density. ^When the renal 

impermeability has become excessive, the period of intoxication is announced 
by one or several of the seven poisons which normal urine contains, variously 
associated. There would, therefore, be not one, but several uraemias. Clin- 
ical investigation has, for some time past, established various symptomatic 
forms, and the five theories actually in existence, which are proposed in order 
to explain the pathogenesis of uraemia, contain, all of them, an element of 
truth. 

We know the various groups of toxic substances which, in 
the normal state, enter into the blood and are eliminated by the 
kidney. By lesions of the kidney allowing of the accumulation 
of toxic products in the organism, it is apparent that we can 
now clearly interpret the accidents which are produced in people 
who are the subjects of disease of the kidney. We must not 
delude ourselves, however; the phj^siological knowledge which 
we have acquired only throws light upon some of the accidents 
which complicate diseases of the kidne3^ 

Amongst the symptoms of nephritis, many do not belong to 
the domain of intoxication. Besides, every disturbance of the 
renal function is not capable of determining a sufficient accumu- 
lation of toxic substances in the economy, and for symptoms to 
show it. In order that intoxication may be invoked, it is not 
sufficient that the kidney should be diseased. It is necessary 
that its permeability should be diminished to a degree such that 
(102) 
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it can no longer eliminate, in twenty-four hours, tlie quantity of 
poison which the organism forma in twenty-four hours. Now, 
it is certain that the kidney cnn, in tlie normal state, eliminate 
infinitely more toxic material than it generally does. Let ua 
consider what a normal kidney can do. Instead of the 1200 to 
1500 grammes of urine which it secretes ordinarily in twenty- 
foiu' Lours, a normal hidney can secrete as much as 25 litres of 
urine, and more. Instead of 20 to 30 grammes, it can eliminate 
120 grammea of urea, and more, as in a large numlier of cases 
of diahetes insipidus. Instead of 55 centigrammes of uric 
acid, which the kidney eliminates in the normal state, it can, in 
cirrhosis and in leukcemia, eliminate 8 grammes of it, and more, 
in twenty-four hours. It can, in addition, eliminate other ab- 
normal substances, up to 140 grammes of sugar per litre. Add 
to this the fat existing in the form of granules, and not dis- 
solved (chylurift). The kidney also eliminates suhstances which 
it ought to retain, — peptones and albumen. 

It requires the kidney to be considerably diseased, for, owing 
to its permeability, it is sufficient alone to eliminate the poison 
formed by the organism, in proportion to its production. Below 
this rate commences intoxication ; but before this arises we see 
abnormal phenomena appear, and, first of all, albuminuria. 

Albuminuria is the accident of bad repute in diseases of the 
kidney, — that to which we attach extreme importance, behind 
which we find tsdema and all the rapidly developed or slowly 
evolved accidents of'Bright's disease, and which we regard as 
causing exhaustion. Tet it is often a few centigrammes — at t 
most, a few grammes — of albumen which the patient eliminates 
each day. Sucli a slight apoliatiou is not capable of causing de- 
terioration of the system. A woman wJio is nursing loses, with- 
out any injury, 40 to 60 grammes of albumen or other proteid 
matter by the lacteal secretion, and yet the system is not weak- 
ened thereby. Her safeguard is the integrity of her appetite 
and digestion. She loses albuminoid matter under one form and 
recuperates it under another. But, in the same way as in the 
nurse, insufficient alimentation and vomiting may diminish the 
proteids; and if the renal disease is accompanied by fever or 
other phenomena which prevent nutrition and reparation, intense 
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albuminuria becomes a cause of exhaustion, lilfe abundant leucoi 
rbcea, dysentery, suppurations, and frequently-tapped ascites. 
All elimination of albumeu in eoiisiderable quantity may cause 
impoverishmeut of the blood. There are large albuminurias,^ — 
from 8 to 12 grammes in twenty-four hours. This last limit ie 
seldom exceeded ; we nientiou as very rare that of IG grammes. 
I have seen a patient lose 19 grammes daily of albumen, reck- 
oned as dry albumen ; it was in a case of amyloid degeneration 
of the kidneys, liver, spleen, and stomach. In these cases we 
understand that a rapid cachexia is produced, by hypo-albumosis, 
when the nephritis is accompanied by functional alterations or 
lesions of the digestive canal. 

There are patients in whom the density of the serum falls 
from 1030 to 1013, consequent upon the absolute want in the 
biood-plasma of proteid matter, and of a relative hydrtemia. 
There is produced a correlative increase of water, relative 
hydremia, and, besides, often enough, an absolute hydremia, 
because there has been retention of water. 

The extreme cases belong chiefly to amyloid nephritis, be- 
cause in such the liver, spleen, stomach, and intestine are dis- 
eased. All the organs whose function it is to transform the 
peptones of digestion into serum-albumen have undergone de- 
terioration at the same time as the kidney. When such a. 
large number of organs is diseased we can scarcely regard 
all the accidents which happen as due to renal impermea- 
bility. We cannot say that there is urremia, nor even kidney 
disease ; there ia a general disease of tiie organs concerued in 
assimilation. 

Hydrsemia is not always caused by the retention of water ; 
it may be produced by diminution in the amount of solid 
matter. On the other hand, hydrtemia may be prevented by 
attacks of vomiting, diarrhtea, anasarca, in spite of oliguria; 
then comes thirst, a frequent accident, which introduces as 
much water as the accessory emunctories can remove. There is 
then a collection of conditions extremely complex, and all 
foreign to intoxication ; therefore we do not pretend to explain 
by intoxication most of the accidents of nephritis, 

A3 a consequence of hypo-albumosis there appear redemas. 
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anasavoa,aiid serous aijcininiilatioiia in the Inige cavities. Aucord- 
ing to Bartels, the liypothesia of Bright, which regards bydrre- 
mia as favorable to the dilfiision of serum, would not be Biiffi- 
cieut. Bartels believes that there is a hydrteuiio plethora. He 
calls to his aid the oliguria which generally accompanies ledenia. 
And yet in absolute anuria, such aa is.prodiiced in the obstruc- 
tion of tlie two ureters by calculi, anasarca is exceptional. I do 
not know how cedema is produced in albtimiuuria, but the 
hypothesis of Bartels seems to lue to be inadmissible. 

lu a goodly number of cases we must take into consideration 
both vascular and cardiac disturbance, but in interstitial nejjliri- 
tis, in which cardiac lesion is the rule, we find little oedema, and 
in amyloid degeneration, where the heart is normal, dropsy is 
extreme. Yet some have thought that the hypertrophy of the 
heart was compensatory to the renal impermeability ; at any 
rate, it may be said that the heart is a dangerous auxiliary, 
for grave accidents may I'esult from this so-called providential 
hypertropliy. 

We see in certain cases lesions of the kidney, heart, and 
vessels develop simultaneously ; all the vascular system is seized, 
from the central organ of the circulation up to the finest extrem- 
ities; and if the kidney can suffer from such a delicate symptom 
as albuminuria, we have no right to disregard, on that account, 
the Bufferings of other organs. We know how modifications of 
the cardio-vuacular system bring about secretory disturbance in 
the digestive canal, a dryness and a condition of prurigo of the 
skin, which may be the consequence of a nutritive affection of 
the terminations of the nerves in the skin. As the result of 
vascular lesions we also observe htemorrhages, epistaxis, hiem- 
atemesis, entorrhagias, cerebral htemorrhage, and purpura. 

All this is not allied to urtemia; it is all beyond intoxica- 
tion, and shows itself when the urine has still a normal density 
or is raised, and when its quantity is increased, normal, or 
slightly diminished. 

All the foregoing accidents being eliminated, we ask what 
remains to cause intoxication? It will be quite legitimate to 
attribute to it one part only of the phenomena which might 
supervene when the impermeability of the kidney is such that 
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it can no longer eliminate the toxic substances produced l)y the ] 
organism in proportion to their formntion. 

Testing the urinary toxicity would give ns sufUcient infor- -j 
ination on this point, but it is a method little pnieticed, and at the J 
bedside n'e nve in the Jiabit of mnking estiiniitions upon the total i 
quantity of uriue eliminated in twenty-four honra and upon its I 
specific gravity. If the quantity and deuaity remain normal we J 
have the right to say, from these facts, tliat the kidneys funo- | 
tionate norinaily. If both are diminished, there is a danger of 
intoxication. 

We mnst not, in this estimation, take for our type the quan- 
tity of urine secreted by a ]ie:dthy man ■ a sick man ingestB 1 
and destroys little, Tlie numbers — e.g., of 1350 cubic centi- 
metres as the quantity and lOlD as the density — are too high for I 
a. patient; they are only normal in a man who is walking aboat i 
and eating well. Lastly, the quantity and tlie density may ] 
balance each other in a certain measure. 

However it may be, all the accidents of nephritis of wbich I 
we have hitiierto spoken are produced during a period in whioh ^ 
the urine is still normal in quantity and deuaity. Retinitis, amau- 
rosis, inflammation of serons membranes, and phlegmons appear 
at a period already advanced. And yet there is nothing to show 
that the retinites are ur^emic accidents of the same nature as the 
respiratory disturbances, or coma and convulsions. I admit i 
that, in individuals who retain their toxic products, all the cells 1 
of the organism have a weakened vitality, only bordering upon 1 
iullammation which has not resolved. But these incomplete ! 
phlegmasias, cedema of glottis, haemorrhagic and pnfnlent peri- 
carditis, are, at any rate, only accidents further removed and ' 
indirectly due to intoxication. They denote simply a cachectic 
state, of which poverty of blood and inaufflcieut alimentation ■ 
are the i}rincipal factors. 

Yet, after having eliminated from the category of arsmia i 
all these symptoms, all the accidents that we have just reviewed) ' 
we come to others which, in the advanced periods of chronio ] 
nephritis or in the course of acute nephritis, directly flow from 
renal imperfection which has become excessive. Beyond that j 
we enter into the domain of intoxication. 
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We find ourselves in the presence of an intoxication which 
may be due to one of the seven poisons, which analysis of the 
products of toxicity has revealed to us, or to several amongst 
them, associated two b}' two, three by three, or to all the seven 
together ; finally, water (the elimination of which may be pre- 
vented) maj play a part in the morbid accidents. It appears 
impossible that there should be one form of uraemia only. 
Already clinically there have been described for a long time 
different symptomatic forms. Perhaps there is a place in patho- 
genesis for the five following theories, which include (1) cere- 
bral oedema (Traube); (2) urea (Wilson); (3) ammonia 
(Frerich) ; (4) extractive matters (Schottin), and, notably, 
oxalic acid (Bence-Jones), urochrome (Thudicum), and (6) 
potass (Feltz and Ritter). 



LECTURE XII. 

Pathogenesis of TJKffiMiA — Discussion of the Exclusive 

Theories. 

The uraemic period of nephritis is characterized by the appearance of chronic 
or paroxysmal nervous accidents, — cephalalgia, dyspnoea of the Cheyne- 
Stokes type, convulsions, coma, — associated or not with disturbances of 
calorification and with other symptoms of the pre-uraeraic period; for 

example, oedemas. Clinical observation has established several modes of 

grouping of symptoms of the uraemic phase whilst seeking to relate them to 

certain an atom o- pathological forms. Every inventor of a pathogenic 

theory has appealed to bedside observation for a justification of his opinion. 

Traube incriminated, as the cause of uraemic accidents, the cerebral 

cedema which might result from hydraemic plethora. His opinion is awant- 
ing in anatomo-pathological proofs, and rests rather upon inadmissible 

physiological arguments. Wilson invoked excess of urea in the blood. 

Urea cannot explain accidents in the quantity in which it exists in the blood 
of uraemics. Injection of urea into the stomach, into the cellular tissue, 
into the veins after nephrectomy. 

I HAVE shown that many of the accidents called nrsemic 
happen at a period of nephritis in which the retention of toxic 
products is inadmissible. As long as the urine is of suflScient 
quantity and has a density high enough, there is no intoxica- 
tion. The question of uraemia can only be argued from acci- 
dents happening at a time beyond that in which imperfection of 
the kidney has become excessive, such as when it eliminates 
no longer, in twentj'-four hours, the toxic products introduced 
into the organism or formed by it during this length of time. 
Then we may see a series of chronic or paroxysmal nervous 
accidents happen, characterized by pain in the head, dyspnoea 
of the Cheyne-Stokes type, vomiting, diarrhoea, convulsions, 
and coma, at the same time as a certain number of accidents of 
the preparatory period persist. We still find oedemas, which 
increase or diminish ; alterations of temperature ; sometimes 
hypothermia, which may fail and give way to hyperthermia. 

The nervous accidents may be isolated or associated ; and 
already, from this point of view, as from that of the co-exist- 
ence of unusual symptoms, the presence or absence of low tem- 
perature, cases of uraemia, observed clinically, seem so different 
(108) 
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the one from tUe other that we must think of tlie existence of 
various and mixed jwtliogenic conditions. Very likely we have 
to do not with one intoxication only, but with numerous causes, 
which iDfty be isolated or associated ; so that if one explanation 
holds for one case it does not necessarily hold for others, and 
a &lse theory in one case may not be so in others. If we wish 
to iuclude the whole pathogenic study of urtemia, we must be 
persuaded that we cannot offer one explanation alone of alt the 
nervous accidents which may appear in the course of disease of the 
kidnej'. Besides, clinical observation has endeavored to group a 
certain number of particular eases, according to their symptom- 
atic resemblances, by calling to its aid pathological anatomy. 

There exists a aymptomiitic form, characterized by early 
dropsy of the anterior surface, developed a long time ago or 
just a short time previously. We have seen cedema increasing, 
the urine becoming less abundant, its density increasing (a 
greater quantity of solid matter being found in each unit by 
weight), or remaining the same. The patient has neither diar- 
rhcea, vomiting, nor any other flux capable of carrying away 
water, and there is oliguria; there is, therefore, retention of 
water in the organism. The other normal secretions continue ; 
the tongue is moist. We in vain seek for the presence of ammo- 
nia in the expired air. In these cases are I'ound reunited all the 
conditions of hydra;mia or of hydremic plethora. The urine 
continuing to carry away the total quantity of solid matter which 
onght to be eliminated hy the kidneys, it is impossible to ex- 
plain, by the theory of intoxication, the accidents which arise. 
There is, on the contrary, an undoubted accumulation of water 
in the organism. Thus, the idea has arisen that the accidents 
called unemic are due to an accumulation of water. 

Traube has actually thought that the consequence of hydrse- 
mia was a tendency to the production of oadema, and, notably, 
to cerebral oedema. Coindet and Odier have seen there suf- 
ficient conditions to explain the development of a ventricular 
dropsy. According to their manner of viewing the subject, 
interstitial tedema or ventricular dropsy, by compressing the eu- 
cephalon within and without, diminishes the space left free for 
the blood ; hence cerebral auffimia involving the production of 
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comatose conditiotiB when tLe aneemiH is especially marked at tlie 
level of tLe convolutions, or convulsions if it predominate in 
the ineseuoepUiUou. 

If we wished to furuiali, like Traulie, a geuer^il explanation 
of tiie fiicts reputed to he uroimie, his theory would be false ; and ■ 
it is so in ellect, aa be has formulated it- Indeed, in the large 
majority of cases followed up by an autopsy cerebral i 
ventricular dropsy, and cerebral anffimia are wanting. And not 
only has evaporation not demonstrated the esiatence of a lai^er 
proportion of water in the tissues of the brain than normally, 
but in place of anasmia it ia easy to establish congestion pushed 
to the point of extreme fullness of blood-vessels and to ecchy- 
moses. These are the cases that disprove his theory. But, 
besides, this must hold good for all cases or its falsity ia not 
demonstrated ; otherwise, it remains a pure hypothesis which 
does not rest upon any foundation of direct observation. It is 
untrue even as a theniy, for a certain number of physiological 
arguments invoked by Traube are inadmissible. 

In a large number of eases we see urffimie accidents produced 
inpatients who are eliminating water in excess; their urine is 
more than the normal in quantity, and they have evacuationa 
from the stomach and intestines. 

Hydrtemia should have, as an effect, cedema; but it would 
be necessary to demonstrate experimentally this relationship, 
for neither experimental pathology nor clinical obaervatiou 
coiiUrms it. 

Double calculous obstruction, suddenly developed, produces 
urremic accidents, at the end of a recognized time, without 
inducing oedema. Thus is found broken one of the links i 
the chain of reasoning of Ti'aube. 

Richardson has injected into the peritoneum of a dog a ' 
quantity of water equivalent to one-fifth of the weight of the 
animal. He has produced everything but intoxication. He 
has caused death by septicemia, rendering possible, thanks to 
the modifications which the injection had suddenly brougiit 
about in the tissues, the escape of some infectious agent from 
the digestive tube or from witiiout, and which b 
capable of producing septicsemia. 
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But, in what disense of the kidneys do we liud in the body 
sucli au accumulation of water? 

Falck hits Injected the same qiiuntity of water iuto the veins ; 
be has seen cuuvulsive accidents and denth ; but these, we might 
say, fWim the point of view of esijerimeiitiil pathology, are mon- 
BtrouB oiierntioiia which are not at all comparsUe to pathological 
facts. It is the exaggeration of a legitimate demonstration. 

We may inject water iuto the blood iu considerable quantity. 
Death results from this injection wiien we have introduced iuto 
the blood 122 grammes of water per kilogramme of animal, in 
which case the density of the serum of the blood falls to 1007 ; 
but the density of the serum of the blood in those the subjects 
of urieinia falls seldom, if ever, below 1016. In the experiment 
of Kichardson and Falck the blood is nothing more than a 
diluted blood. There come no longer into the capillaries any- 
thing but bwoUgu globules, deprived of hceraoglobin and inactive. 
How can we compare this excessive hydrtemia with the moderate 
retention of water in the blood which may exist in pathological 
eases? In absolute anuria uremic accidents burst forth some- 
times before the fifty-sixth hour, when a man has not as yet accu- 
mulated more tban 35 grammes of water per kilogi-amme of his 
weight. But we know that injections of water only begin to be 
injurions after 90 grammes per kilogramme. 

It has not only been showu that the viscera may be invaded 
by cedema. Bartels has proved, at any rate, that pulmonary 
oedema does not exist in those suffering from ureemia. 

Let us accept, however, if you please, cerebral oidenia. I 
am ready for all concessions. But then it will be no longer a 
question of intoxication. If this cedeiua has nothing to do with 
the retention of solid matter it enters into the category of the 
phenomena which we have previously eliminated from tlie list of 
unemia ; they are part of the mechanical accidents of nephritis, 
and are improperly included amongst chemical accidents. 

But, are there any chemical and toxic accidents in Bright's 
disease F 

We can furnish proof— yes, direct proof — of this. Urjcmic 
patients are those whose urine has lost its toxicity. We have 
seen renal elimination diminish iu quantity and the density of 
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urine fall, audwehave been forced to licUevc tliftt,the whole of the \ 
solid substiinces no longer being eliminated, the individual i 
going to become intoxicated. But on the day in which i: 
accidents called uremic appear the urine ceases to be toxic. J 
The whole of the urine of twenty-fonr hours from a urremic J 
patient cannot kill a rabbit, nor does it exceed the toxicity of 1 
distilled water. And yet, whilst with 120 cubic centimetres of 4 
distilled water per kilogramme of animal, used as an intrarvenous J 
injection, you are in danger of inducing death, with this same 1 
dose of certain urines taken from uremic subjects you will deter- ', 
mine no phenomenon, not even the pupillary contraction caused 1 

Tliere yet remains to be known what is or what are the poisons 1 
which determine the toxic and chemica! accidents of nriemia. Let j 
us return for a moment to hypotheses. In the first line is placed j 
the old hypothesis of Wilson, which has recently been revived, 
and according to which the accidents called ursemic would be | 
caused by the accumulation of urea in the blood. It is no longer J 
sufficient to say that the urine of those suffering from u 
tains less urea. It has been shown that there was in the blood as j 
much as thirty-two times more urea than in the normal state; that ] 
in the muscles there was as much as 1.20 grammes instead of , 
Bimply traces of it. I have met with it, amongst those suffer- 
ing from cholcraio anuria, in the tissues where it is not formed I 
normally. The theory, therefore, would be legitimate save for 1 
its demonstration. 

Qallois has injected into the stomach, Treitz into the v 
and Richardson into the cellular tissue, large doses of urea, j 
0rdhant and Qniuqnaud have likewise injected it into the cellu- 
lar tissue. These last observers have seen toxic accidents. 
Treitz, who had made injections into the veins, has not observed J 
anything. Hammond practices nephrectomy and then makes, an 
injection of urea, — the animal dies. T!ie experiment of Ham- 
mond is repeated by Frerichs, Oppler, and Petroff, and tliese 
conclude that after nephrectomy the animals, into which they i 
injected urea, do not die more quickly. This contradiction was i 
ao singular that Feltz and Ritter have repeated the experiment. J 
They have at length induced death as speedily in healthy ' 
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animals as in those upon whom they had performed nephrec- 
tomy. They employed urea which they had sent from Ger- 
many, so as to have it purer. The verification made, it con- 
tained sulphate and chloride of ammonia. Ritter began to 
prepare pure urea himself, and, setting out from the day in 
which he made injections with this urea, he no longer deter- 
mined accidents. Such is, perhaps, the explanation of the. 
contradiction between various experimenters. 

As for myself, relying upon mj^ own experiments, I say that 
urea, in the quantity in which we meet with it in the organism, 
in pathological states, cannot be invoked to explain the acci- 
dents called ursemic. 

In order to kill a man it would require the quantity of urea 
which he makes in sixteen days. But, in double calculous^ 
obstruction, suddenly developed, uraemic accidents appear — 
sometimes at the end of the second day or at the commence- 
ment of the third — at the time that man has not yet made the 
eighth part of that amount of urea which is necessary in order 
to cause death. But during that time, as we know, he has been 
able to accumulate sufficient of other toxic substances to bring 
about intoxication. Clinical observation is here, therefore, com- 
pletely in accordance with experimentation in denying to urea 
the power of producing the intoxication called ursemic. 

8 



LECTURE XIII. 

Pathogenesis of XJiLffiMiA — Discussion op the Exclusive 

Theories. 

« 

Theory of ammoncemia (Frerichs). Is the carbonate of ammonia resulting 
from the breaking up of urea in the blood the cause ? Is urea transformed 
into carbonate of ammonia in the digestive canal ? (Bernard and Grandeau, 
Treltz, Jaksch.) Objection to the theory of ammonaemia as the absolute 

explanation of uraemic accidents. Theory which incriminates extractive 

substances; that of Schottin, Scherer, Oppler, Chalvet. Creatincemia of 
Jaccoud. Examination of the possible action of each of the extractive sub- 
stances, — uric acid, hippuric acid, creatin, creatiuin, leucin, tyrosin, taurin, 

xanthin, hypoxanthin, guanin. Theory which invokes the coloring sub- 
stance, urochrome (Thudicum). Element of truth which it contains. 

The clinical fact of which we are going to seek the explana- 
tion is this : The co-existence of nervous disturbances, called 
uraemic, with a diminution of the solid matter contained in the 
urine of twenty-four hours, — a diminution proved by the volu- 
metric examination of the whole of the urine of twenty-four 
hours and the examination of its densit}'. 

I have shown that this diminution of solid matter of the 
urine had for its corollary the retention of toxic material, since 

1 have proved the harmlessness of the urine passed by ursemic 
subjects. 

After this, whilst reviewing the various hypotheses which 
have been built upon the nature of the poison or poisons, the 
retention of which produces uraemic accidents, I have combated 
the theory which recognizes this poison in urea; not that I deny 
the toxicit}^ of urea (I admit that of distilled water), but because 
I am certain that urea cannot be toxic in the dose in which it 
exists in the blood of unemic patients. 

Urea being thus dethroned, we can conceive how, incapable 
as it is of causing injury by itself, it may become harmful after 
having undergone transformation. Frerichs has advanced the 
theory that the carbonate of ammonia resulting from the disinte- 
gration of urea is the pathogenetic poison of uraemia ; such is the 
(114) 
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theory of ammonsemia. As was said when discussing oedema, 
some have twisted the clinical aspect, in order to give a symptom- 
atic entirety which would appear to be in accordance with theory. 
It has been said that a particular form of ursemia shows itself 
in those suffering from albuminuria without oedema, but having 
diarrhoea and vomiting and with dry tongue. Then supervene 
severe eclamptic accidents. The urine is scanty, and of little 
density. Some may have found ammonia in the blood, and 
the ammoniacal exhalation of the breath has been sometimes 
established. Here, then, is a theory which stands well simply 
as a theory. Yet let us see, for a little, some of the details. 
One thing alone is convincing in this picture, — the diminution 
in the quantity and density of the urine. But the retention of 
ammonia is insufficient to explain this diminution of the density. 
The presence of ammonia in the urine, although it is denied 
still by many authors, is really and simply a trace, — especially 
at certain hours of the day. When I was physician at the 
Bicetre, eight years ago, I established the presence of ammonia 
in the urine after meals composed of roasted meat, — that is, 
alimentary ammonia ; otherwise, these ammonurias consequent 
upon meals are feeble. 

The presence of ammonia in the expired air belongs to a 
large number of pathological and even normal cases ; it is suf- 
ficient that there may have been dryness of the throat and of 
the mouth, owing to diminution of the secretions. 

We have met with ammonia in the blood of some who were 
the subjects of uraemia, but normally we find traces of it in the 
blood ; there is constantly some of it in the blood of cadavera. 
There is nothing, therefore, to authorize the incrimination of the 
transformation of urea into carbonate of ammonia. Besides, if 
urea is transformed into carbonate of ammonia, it is not by the 
phenomenon of retention, — it is by a fact of faulty nutrition. 

But if nothing authorize the admission of this transforma- 
tion as the cause of uraemia, here is what authorizes its rejec- 
tion. When we inject urea into the blood, it is eliminated in its 
entirety in twent^^-four hours, without the ammonia of the urine 
being increased (Feltz and Ritter). The amount of urea found 
in the urine- exceeds but slightly that of the injected urea ; 
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besides, normal urea, owing to its diuretic action and by its 
batliiug the tissues better, leads to the elimination of an excess of 
urea; but we do not find ammonia in the urine, or not more than 
in the normal state. Therefore, the theory of Frerichs is wrong. 

Bernard and Grandeau,Treitz, and Jaksch have thought that 
urea may be transformed into carbonate of ammonia, not in the 
blood, but in the digestive canal, after having passed through 
the intestinal wall. But the renal path is the natural channel 
of elimination, and so elective is it for urea that it is all but 
impossible that it should take anj^ other. Urea is eliminated fifty 
times more quickl}'^ b}'^ the kidney than by any other emunctory. 
If 1 kilogramme of blood contains 16 centigrammes of urea, 1 
kilogramme of urine contains 16 grammes. But it is the plasma 
of tlie blootf which delivers the urea, and 1 kilogramme of plasma 
contains 32 centigrammes of urea, — fifty times less than the urine 
contains. Urea, as I have said, passes through the kidney in 
the ratio of 52, while water is as 1. As regards the other organs 
of elimination, on the contrary, — through the wall of the 
stomach, for example, — the filtration of urea is just the same as 
for water. The liquid secretion contains urea and water in the 
same proportion as the plasma of blood. 

Blood cannot, therefore, cavry to the stomach and intestine 
sufficient, urea for its transformation to explain intoxication. 
In 1872 and 18t3 I have shown this fact, apropos of hysterical 
vomiting, attributed wrongly to ischuria or anuria. 

As for invoking the disintegration of urea, in order to 
explain the presence of ammonia in the digestive canal, it is 
quite useless. There is enough of it normally, without the inter- 
vention of urea. Can we say that ammonia may not play some 
other part in ura^mic accidents? I only say that ammonaemia is 
not an explanation applicable to the whole of the facts of 
uraemia, and that neither in the intestine nor in the blood can 
urea produce ammonia in sufficient quantity to bring about 
intoxication. 

Nevertheless, ammonaemia may be produced in cases of abso- 
lute retention by the kidne3\ Ammonia is toxic, in moderate 
doses, like potass ; it produces convulsions and a great fall of 
temperature. This symptom, which ammoniacal intoxication 
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produces in the highest degree, is only an accident contingent 
to certain nrflemias. It may be, therefore, that ammonia belongs 
to the number of toxic substances the accumulation of which 
in the economy causes accidents, but it is not demonstrated that 
the uraemic accident can be explained by the presence of am- 
monia in the blood. We reject ammonaemia .as the absolute 
explanation, whilst admitting that it may be the kej'^ to certain 
peculiarities, to some of the special symptoms of uraemia, and 
that it may particularly arise in cases where intestinal fermenta- 
tion is increased. Hypothermia is produced by normal urine, 
but this, once it is filtered through charcoal, loses this propert}'. 
Urinary ammonia passes through the filter whilst the substance 
which determines hypothermia is fixed on the charcoal. The 
liypothermia of certain uraemias is not, therefore, capable of 
being attributed to ammonia. 

There exists in urine a group of bodies which are not all 
named, and which are confounded under the title of extractive 
substances. By degrees we recognize the chemical characters of 
some of them, — so much so that the unkuown part of the 
extract becomes gradually less and less. For a long time, now, 
have these extractive substances been incriminated by Scherer, 
Schottin, Oppler, Perls, and Chalvet. In this way has the 
theory of poisoning by extractive substances origiuated which 
Jaccoud has formulated, under the name of creatinaeviia, with- 
out accusing more particularly creatin, except in symbolizing, 
under this category, the toxic Action of all the group. 

Clinical observation, which has pretended to give support to 
the difierent theories, brings to this its array of observations; 
but, if we examine the facts cited as bearing upon poisoning b}' 
extractive sul)stances, — for example, those of Chalvet, who has 
demonstrated in these cases the increase of extractive matters 
in the blood, — we do not see such or such a clinical sj^mptom 
predominate. It is the picture of uraemia complete in all its 
forms, with the exception of this form of supposed uraemia in 
which the urine contains in twenty-four hours a quantity of 
solids equal or superior to the normal. 

In the cases in which Chalvet and those who share his 
opinion have spoken, we see the amount of the extractives, of 
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urea, nnd coloring matter fliminisli in the urine ; in tue blood 
extractives increase wliilst the toxicity of the urine diminishes, 
as I have shown. That is true ursemia. Well, let us see what may 
be, from the point of view of the production of toxic accidents, 
the action of each of the organic substances taken from this 
group of extractives : — 

Ut'ic acid is not toxic in the dose of 0.64 gnimme per kilo- 
gramme of the animal. Hippuric acid, according to Challon, 
Feltz, and Rltter, can only become toxic in the quantities formed 
b}' the animal in ten to twelve days. I have injected into the 
veins of the rabbit hippuric acid, dissolved in water by the help 
of a little soda, in the dose of 4.59 grammes per kilogramme of 
animal, without inducing the slightest toxic phenomena. This 
inoffensive amount represents noarh' the whole quantity which the 
animal would have required one hundred days to make. Creatin 
undoubtcdl}' increases in the blood of individuals who succumb 
to uraemia (Schercr, Schottin, Hoppe, Oppler). Is the toxicity 
due to it? Cliallan finds it toxic, Testut not toxic. Feltz and. 
Ritter have not been able to kill an animal by injecting into it all 
at once the quantit}'^ of creatin which it excretes in seventeen 
days. Creatin may, therefore, be incriminated still less than urea ; 
for, if urea can kill when it is injected abruptly into the veins of 
an animal in the quantit}' which it would have formed in sixteen 
days, we do not determine in it, according to m}' experience, any 
approcial^le toxic accident, by injecting into it the quantity of 
creatin which it would have formed in seventy-two da3's. Crea- 
tinin, which exists in the blood in such small quantity that it 
appears don])tful to many plij^siologists, is formed in the kidney 
by transformation of creatin. Could it be taken up again by 
the blood, in case of obstruction to the renal excretion ? Feltz 
and Uittcjr have proved that the creatinin excreted in six days 
does not kill, but that death ma}'^ be caused by the quantity 
which is excreted in thirteen days. It can, therefore, induce 
intoxication, if it exist in the blood in sufficient quantit}". But 
it is an energetic base, capable of producing accidents by virtue 
of its excess of alkalinity. It can only be emplo^^ed in the 
form of salts. The cliloride of creatinin is hardly injurious; 
the quantity of creatinin excreted during ten days, and injected, 
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in the form of creatinin chloride, by fin intra-venous channel, 
does not hasten death by one minute, in the case of a dog, after 
nephrectom3^ Death has been induced on the third day, as 
ordinarily (Feltz and Ritter). 

Leucin: All that water can dissolve of it produces no acci- 
dent (Feltz and Ritter). The quantity of tyrosin excreted in 
three days by sick men is not followed by any toxic effect. 
Taurin, in the dose of 0.5 gramme per kilogramme of animal, is 
without effect. Xanthin^ hypoxanthin, and guanin do not pro- 
duce any result either. 

The coloring substances have been incriminated by Thudi- 
cum, on account of the feeble coloration of the urine of those 
suffering from uraemia. We have seen already that normal 
urine loses the one-half of its toxicity by decoloration ; decolor- 
ized bile is also less toxic. The coloring matters are, therefore, 
suspected by me from their toxicity point of view ; but does not 
filtration by charcoal remove from the urine any other thing 
than the coloring substances ? I am not right in saying that the 
coloring substances are the true — the principal — cause of the 
toxicity of urine. Nevertheless, they belong to the group of 
those organic substances to which we ought to attribute nearly 
the one-half of this toxicit3\ I have tried to estimate the 
degree of toxicity of one of the coloring substances of the 
urine, viz., urobilin. Thrice I have made, in the case of a 
rabbit, an intra-venous injection of this substance; thrice the 
experiment has failed, from want of sufficient quantity of ma- 
terial. I can only say that, if bilirubin kills, after a dose of 5 
centigrammes per kilogramme, urobilin, in a dose of 15 centi- 
grammes, does not kill at all. 



LECTURE XIY. 

Pathogenesis op Uremia — The Part Played by Oeganio 
Substances and Mineral Matters in Uremic Intoxication. 

Urea represents one-seventh or one-eighth of the total toxicity of urine ; ammo- 
nia contributes to it a part scarcely appreciable. We can accord to the 
coloring substances, and others fixed by charcoal, two-fifths of the toxicity ; 
but the sum of all the organic matter represents only two-thirds of the total 

toxicity. The difference is, therefore, made up by the mineral matter's. 

Exagg:erated statements of Feltz and Ritter, who consider them the sole 

cause of uraemia. Analysis of the action of various mineral matters. 

Earthy salts ; alkaline salts. Small importance of the salts of soda. Im- 
portance of the salts of potass (chloride of potassium ; phosphate, sul- 
phate, and phenylsulphate of potass). Physiological antagonism between 

narcotizing substances and those of an organic and mineral nature, which 
cause convulsions. The predominance of coma or convulsions in uraemia 
depends upon the retention of convulsion-causing or narcotizing substances. 
Uraemia is' a mixed form of poisoning, and due to many causes. 

In recapitulating the bodies in which we recognize a certain 
toxic power, we find urea, which would represent one-seventh or 
one-eighth of the total toxicity of urine; ammonia, which is 
toxic, but in a fraction which escapes us ; those substances which 
behave in the manner of coloring matters, being, like them, fixed 
by charcoal, and to which we ascribe two-fifths of the toxicity. 
Each one of these bodies induces intoxication, and may play its 
own part ; but the sum of all these organic substances only rep- 
resents two-thirds of the whole toxicity of the urine. What 
is, then, the difference necessary to complete this totality ? There 
remains to us the mineral substances which, according to Feltz 
and Ritter, would be the exclusive cause of tlie toxicit3\ There 
is evidently fallacy in the statement of these authors, who 
have made such remarkable researches. Tliej^ refuse to take any 
notice of partial or fragmentary intoxications ; tliey do not wish 
to admit as a toxic agent anything but one substance alone. 
This is the vulnerable point of their work. 

These experimenters, who denj^ that all the toxic action is due 
to the organic substances, have yet recognized their toxicity ; but 
they do not take any account of these organic substances, because 
(120) 
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by them alone they have not been able to produce death, not 
having carried the injection sufficiently far, and in strong-enough 
doses. In the case of an animal dying within three days after 
nephrectomy, they have said that the cause oT death could only 
be the substance which kills in a quantity equal to that which is 
normally excreted in three days. Now, since by the exti'act of the 
organic substances of thenirine of three days the}' have not been 
able to produce death, the}^ den}' to the organic substances every 
toxic action, without wishing to admit that their partial toxicity 
could be regarded as an explanation of the complete toxicity. 

Let us see, however, with MM. Feltz and Rittcr, what the 
mineral substances can do ? These are very numerous, but a large 
number of them can be left out of consideration, on account of 
their insignificant weight. A mail of 75 kilogrammes eliminates 
in twenty-four hours 1350 grammes of urine, the density of which 
is 1019. Tliis urine contains 59 grammes of solid matter, which 
is decomposed into 43 grammes of organic matter and 16 
grammes of mineral. These last are composed of 2 grammes of 
earthy salts (salts of lime and magnesia), 4 grammes of salts of 
potass, and 10 grammes of salts of soda, including in these 
weights the acids of the bases. If we state these as being the 
figures for the composition of a litre of urine, we have : — 

Solid mattpr 44 ffmininps J ^^r^anic, 32 grammes. ( Earthy salts, 1.50 grammes, 
jsoiia matter, « grammes, j Mi,i<3rjjj^ jo grammes. ] Salts of potass, S.OO grammes. 

( Salts oi soda, 7.50 grammes. 

The whole of the earthy salts do not come out well in experi- 
ment, on account of the diiiiculty which there is in maintaining 
them dissolved in the blood-plasma by intra-venous injection. I 
cannot, therefore, say anything about them. Besides, they are 
in small quantity in the mineral mass. The alkaline salts, on 
the contrary, are very soluble. They are of large quantity, and 
deserve our attention. 

The salts of soda seem the more important on account of 
their weight. In reality they have only a feeble toxicity. Chlo- 
ride of sodium kills 1 kilogramme of animal, in the dose of 5.17 
grammes; but chloride of sodium is the most toxic of the salts 
of soda of the urine. The soda of the urine of tAA-enty-four 
hours would kill, at the outside, 2 kilogrammes, whilst this 
quantity of urine kills 30. 
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It is otlierwiee with tlie salts of potass. Tliey are occa- 
sionally present in Inrge quantity, — 3 milligram mes per ciibio 
centimetre of urine. Forty to sixty cubic centimetres of urine 
being toxic (tlie mean 45), the quantity of urine which kills one ^ 
kilogramme of animal would contitiu nearly 13 or 14 centi- i 
grammes of salts of potass. This would be nearly a. auffl- 
cient quantity if all the salts -of potass were represented by 
chloride of potassium; Imt there are the phosphate, sulphate, [ 
and pheuylsulphate of potass, which do not have the same' 
toxicity. The chloride of potassium is the most toxic ; it kills 
in the proportion of 18 centigrammes per kilogramme of animal. 
But the phosphate of potass only determines toxic accidents 
after a dose of 36 centigrammes. Wilii the phenylsulpbate we , 
have seen toxic accidents, but not death. These differences 
toxicity explain to us that the mixture of the suits of potasB I 
gives ft less toxicity than tire chloride of potassium. 

Like Pelta and Ritter, I have destroyed the organic matter ' 
of nrine and dissolved the mineral substances, and I have noticed J 
that frequently, contrary to their statements, the salts of potass 
contained in 50 cubic centimetres of urine do not induce any 
accident, but that accidents arise if we take the salts of i>otasa . 
contained in a double quantity of nrine. In order to kill, there | 
is required sometimes a qantity of potass double that which the 
usual quantity of urine causing death contains. Besides, this 
quantity of potass kills in quite another way, witii convulsions; 
whilst norma! urine, taken during the height of the day, does 
not induce convulsions. In death liy potass the heart is arrested; 
it continues to heat, however, when it is urine which has caused 
the poisoning. A normal, decolorized urine which still contains 
nearly all its potass does not kill, even when we increase the dose j 
by one-half, and then it kills without convulsions; in spite of 
the larger dose, the action of potass remains obscured. 

We have already spoken of these toxic associations wbicli j 
exist in urine. The convulsive substance insoluble in alcohol, 
when added to that which is soluble in alcohol, does not give i 
rise to convnlsions. It is the result of a physiological antago- ] 
nism. A substance which determines convulsions is neutralized ' 
by another organic substance which produces narcosis, and this 
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association of the two binders tbe appearance of convulsionB. 
There is nn antagonism between tlie narcotic substances soluble 
in alcohol and llie convulsive substances which are insoluble; 
a possible antagonism, too, between the first and potass. The 
equilibriitm resulting from the antagonism between tliese various 
substances may be brolten by increasing either the potass or tbe 
convulsive organic substance. There are pathological urines 
whiuli, though decolorized, retain their convulsive power; this 
is perhaps due to the potass. Convulsive urines are especially 
febrile urines, since there is suppression of alimentation and an 
increase of cellular destruction, 

The diminution of alimentation does not introduce more 
potass into the economy ; it diminishes the totality of the min- 
eral salts. But the increase of disassimilation augments certain 
nitrogenous substances, and particularly potass, by destroying 
the mineral frame-work of the cells. Also, wherens potass only 
represents one-fourth of the whole mass of the mineral sub- 
stances, we Bnd potass present in quantity at least equal to the 
soda. If urine become scanty, if, instead of 1000 grammes, 
tbe secretion falls to 500, admitting the specific gravity to be 
equal or higher even than the normal, the quantity of mineral 
matter which it carries away may be equal to the normal, per 
litre, but not for the twenty-four hours; the emunction falls to 
one-half or two-thirds of tliat which it ought to be; there is 
produced in tlie organism an nccnmnlation of mineral substances, 
particularly potass. This may then become a cause of iutosica- 
tion ; for the substances which are antagonistic to it in the nor- 
mal sbite no longer sufHce to neutralize its convulsive action. 
We know that, amongst ursemic phenomena, there may be, in 
certain conditions, a predominance of the action of potass, which 
may represent two-thirds of the toxicity, insteiid of one-third. 

The study of the accidents which arise from intoxication by 
potass leads up to the denial to it of the rdle of its being the sole 
cause of urosmia. There are summed up in this word convul- 
sions and death in opisthotonos ; but we observe neither con- 
traction of the pupil, diuresis, low temper.iture due to dimin- 
ished calorification, nor salivation. All the salts of potass kill 
with stoppage of the heart, which urine does not. 
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Thus I admit that potass is toxic, but not thitt urinea are 
rendered toxic by it alone. If we seek in clinical facts some 
reasons for or against the exclusive putbogenic r51e of potass, 
we find in ureemia reasons to reject the afBrmntion. First, we 
most show that in those suficring from uraemia there is an accu- 
mnlntion of potass; but observers who have believed that they 
have found this in excess have estimated their dosage upon the 
total quantity of blood. Now, what ia toxic in the blood can 
only be what is in solution in the plasma; what is befd as a 
constituent part of the living cell by force of tension cannot 
talie any part in toxic actions. There is in serum only traces 
of potass. In the researches, otherwise insigniGcant and con- 
tradictory, which have been made upon the variations of potass, 
we have taken notice of the serum and of tlie globules, which 
are so richly provided witli it and so strong in their affinity for 
it. Suppose even that tliere is an accumulation of potass in the 
blood-plasma; it would not explain the uriemia, in which there 
are only convulsions ; it would not explain the subjective symp- 
toms which precede those or accompany them, — narcosis ; urfemic 
coma ; pupillary contraction, which is a prominent phenomenon 
in uriemia (a circumstance impressed upon me dnring tlie course 
of the last cholera epidemic). All these symptoms intoxication 
by the whole of the substances of the urine explains, but not 
by potass. Wc can appreciate the relative toxicity of the prin- 
cipal mineral substances of the urine from the following table, 
which I have taken from experiments made in common with M. 
Tapret :— 



Chloride of polHBBium, j+o 

Sulphate of poliiss jj„ 

PhosiJhaie of potass jlj 

Cliloride of Bodiuin -^ 

Sulphate of auiia -I'g 

Phosphate of soila, ^ 

Chloride of tnagneBinm jSi, 

Sulphate of magnesia, ijjo 

Chloride of calcluai ^is 



0.180 grammo. 
O.lSl gramnie. 
0M3 tErimime. 
S.IT erammes. 
9,00 gramwes. 



11.46!! griimuic. 
Q.542 gramme. 
1.011 grammes. 
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If we apply these facts to the results of the analyses of urine 
of man, we arrive, by means of calculations, of which I shall 
spare you the details, at the following results ; — 

One kilogramme of man eliminating in twenty-four hours a 
quantity of urine capable of killing 461 grammes of animal, the 
proportional part of the mineral matter in this toxicity may be 
indicated as follows: potass kills 217 grammes; soda, 30 
grammes ; calcium, 10 grammes ; magnesia, 7 grammes. The 
whole of the mineral matter kills 264 grammes. On the other 
side, urea kills 63 grammes. There remains to be destroyed 134 
grammes. We know from other experiments that normal urine 
leaves behind in charcoal one-third of its toxicity ; that charcoal, 
consequently, retains matter which must be capable of killing 
154 grammes. Amongst these substances fixed in charcoal 
there is one-sixteenth of the total potass ; this fraction of potass 
would kill 14 grammes. The organic substances capable of 
being fixed by charcoal would therefore be capable of killing 
140 grammes. This figure passes by 6 beyond the 134 grammes 
which remain to produce intoxication. That is due to errors 
inherent in all these estimates ; the cause of it may be in the 
charcoal being able to fix a part of the urea or some mineral 
matter other than potass; it may finally be explained by the 
urine containing poisons which are antagonistic, — a fact which 
we have placed bej^ond doubt. 

We may say that 1 kilogramme of man eliminates in twenty- 
four hours organic matter, capable of being fixed by charcoal, 
which is able to destroy at least 134 grammes of animal. These 
substances (coloring, extractives, or alkaloids) represent 30 
per cent, of the total toxicity. It is to these substances, still 
undetermined, that hereafter the effort of chemistry should be 
directed. We know of them only what physiology has taught 
us, — the one contracts the pupil, another is convulsive, and the 
third lowers the temperature. Chemistry will also have to iso- 
late, in the alcoholic extract, the narcotic substance and the sali- 
vating, which is perhaps toxic. I have thought that the alkaloids 
will only explain a very small portion of these 30 per cent, of the 
toxicity attributable to undetermined bodies. 

In any case, we have come to this conclusion : It is that the 
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whole of the mineral substances reckon, at the most, as 5T per 
cent, of the urinary toxicity, and that potass explains, at the 
most, 47 per cent, of this toxicity. Thus, uraemia comprises vari- 
ous and multiple intoxications, to which are attributable various 
symptoms. It is a mixed poisoning, not by urine (as one calls 
it by misapplication of words), but by what should have become 
urine ; for the accidents from the retention of urinary substances 
are not those from the re-absorption of urine. The sources of 
uraemia are: disassimilation, a certain number of secretions, 
alimentation, — especially the alimentary mineral substances, — 
and, lastly, intestinal putrefactions. The knowledge of these 
origins of uraemia furnishes, as we shall see, valuable indicatidns 
from the point of view of treatment. 



LECTURE XY. 

The Therapeutic Pathogenesis op UR-aiMiA. 

RSsumS of the pathogenesis of uraemia considered as a complex intoxication and 
due to poisons resulting from disassimilation, furnished by alimentation, the 

biliary secretions, and intestinal putrefactions. The renal emunction, 

having become insufficient, may be supplemented by other apparatus, — the 
skin and lung ? Baths of hot and dry air ; vapor baths. Sudorific medica- 
ments. These methods have the fault of diminishing the renal secretion. 

Means destined to arouse the renal function, either by reducing congestion of 
the kidneys (revulsives, cupping, sinapisms.) or by accelerating reflexly the 
renal circulation (utility of dry cutaneous friction). Action of medicaments 
called diuretics (caffeine, digitalis). Indications, counter-indications, and 
management of digitalis in nephritis. Cold injections as a diuretic ; cool 

drinks. Urea as a diuretic medicine. Can we supplement the kidney by 

utilizing, as an emunctory, the mucous membranes of the digestive canal ? 
Vomitings : their inconveniences. Purgatives : the dehydration of the tissues 

which they produce may become dangerous. Of bleeding : it removes 

from the blood one-sixteenth of the extractive material which the uiine 
ought to throw out. A bleeding of 32 grammes removes as much poison as 
280 grammes of diarrhoeic liquid, and as 100 litres of perspiration. Utility 
of bleeding supported by clinical experience. Its formal indication in 
acute curable nephritis. Its employment owing to its being the best and a 

rapid expedient in the terminal uraemia of chronic nephritis. Antidotes 

to uraemic poisons. Inhalations of chloroform. Action of chloral. Bromide 
of sodium. Traditional and pathogenic therapeutics. Milk regimen to 
diminish biliary secretion and to prevent putrescible intestinal residues. 
Charcoal as the means for fixing the coloring matter of the bile. Interdic- 
tion of roast meat, aliments rich in extractive and mineral matter, soup. 
Diet composed of milk, white of egg, cheese, boiled meat. Disinfection and 
intestinal antisepsis with iodoformized charcoal and naphthalin. Agree- 
ment between the means which experiment has ratified and those which are 
the outcome of a study of pathogenesis. 

I REGARD uraemia, then, as a complex poison, to wliicli, in 
unequal proportions, all the poisons introduced normally into 
the organism or found therein physiologically contribute, when 
the quantity of poison formed or introduced in twenty-four hours 
can no longer be eliminated in the same time by the kidneys, 
"which have become scarcely sufficiently permeable. This view, 
the legitimacy of which, I think, I have experimentally demon- 
strated to you, differs, to a certainty, from the old doctrines and 

(127) 
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even from tlioso ■whicli still prevail to^^ay, sinctj eucli one of them 
endeiLvors to ttttribtite to tlie action of one siibstanue alone nil the 
iiccideiits called urteiiiic. Between tlie best of these opinions — that 
which, self-reconi mended by the nstme of Schottin, incriminates 
the whole group of extractive substances, an opinion whicli M. 
Jacoond designates iindev the theory of creatinEemia — and that 
which I liave proposed tbere is atill this diU'erence, viz, that 
Schottin and tbe partisans of his theory have only regarded as 
toxic agents tbe substances which originate from disaasimila- 
tion; bnt to me this is only one of the sources of the produc- 
tion of the toxic bodies, and it is necessary to add to them the 
poisons furnished by tlie biliary secretion, alimentation, and 
intestinal putrefactions. 

The pathogenette theory which I admit is, then, more com- 
prehensive than its predecessore. TJneniia is to me, I repeat, 
intoxication by all the poisons which, normally introduced into 
or found in the organism, ought to have lieen eliminated by tlie 
renal path, and are prevented from being so owiug to the im- 
permeability of the kidneys. 

Such a conception has led to therapeutic views which appear 
to me not to be deprived of interest, fiut before approaching 
them I ought to treat the question of the possible supplanting 
of the kidney by other eliminating organs. We have really, 
for a long time, thought, in eases where the renal apparatus 
fails to accomplish its depurntive acts, of causing it to be sup- 
plaoted by other organs, such as the skin and lungs. Thns 
we have given to those suffering from urtemia baths of hot and 
dry air; we have proposed by this means to introduce, at 
each inspiration, a certain quantity of dry air, which, expelled 
during expiration ladened with moisture, removes' in this way 
water from the organism. We have also tried to induce depri- 
vation of water from the economy by increasing tlie perspira- 
tion, either by administering vapor baths or by the employment 
of sudorific medicines, such as jaborandi> In all these cases 
we certainly remove something from tlie blood, but not, unfor- 
tunately, that which is toxic. We, perhaps, remove from the 
economy certain toxic substances which ought normally to 
depart by the skin, but not those which the kidney is charged 
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witli the duty of eliminating. Wliat we specially remove from 
the organism by thia menns is water. The inevitable result is 
diminution of the quantity of urine ; niid it is diflleult for me to 
admit that this diminiitioo of urine ia a useful result in the case 
of patients whose urme is already diminished, both as regards 
quantity and specific gravity. 

The question miglit be more logically raised wben it is pro- 
posed to increase the secretion of urine by various means. Some- 
times we have attempted to diminish the congestive state of the 
kidney, either in acute diseases or in cases of congestive exacer- 
bations arising in the course of chronic affections of this organ, 
by meaus of revulsives (wet or dry cupping, leeches, sinapisms). 
Sometimes we are obliged to stimnlate the nervous system by 
irritating its cutaneous branches by friction, in order to obtain, 
in a reflex manner, a quickening of the renal eirculation and, 
consequently, an increased secretory activity of the kidney. I 
am convinced that, in many cases, cutaneous friction increases 
urinary secretion. We have demanded the same result for cer- 
tain mediciues, caffeine and digitalis especially, — means differing 
from the preceding, since they are applied to the centra! nervous 
system. Apropos of digitalis, I cannot refuse to tell you that 
this medicine ought not to be indifferently employed at all pe- 
riods in diseases of the kidney. When the function of the kid- 
ney is impeded it is prudent to use only with extreme caution 
certain medicines. When the impeniieability of the kidney has 
become such that it ceases to have the power of eliminating 
toxic substances formed by the organism, there is then retained 
the medicinal substances ; the kidney is as impermeable for 
therapeutic poisons as for natural poisons, and the employment 
of toxic medicines, in similar cases, has no other effect than to 
bring about an association of medicinal intoxication with & 
ursemio. 

Digitalis sncceeda, however, in certain cases of Bright's dis- 
ease, in increasing the quantity of urine, but it ia chiefly so when 
there are cardiac disorders associated with disease of the kidney, 
and wben this organ has not become very impermeable ; at a 
period more advanced we onght to dread the action of digitalis. 
I do not say that it is absolutely necessary to renounce it, but 
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it ia necessary to watch tlie administriitioii of it very carefully. 
Prudence, moreover, does not consist in using siuall doses only ; 
we must employ, on the contrary, sufficiently large doses, — doses 
which run the risk of Iteing toxic, — without which we would not 
obtain any result ; but these doses ought to be sufHciently small 
BO that we may have time to immediately suppress the adminis- 
tration of the drug if tliere appear signs of intolerance, nausea, 
or vomiting. It goes without saying that digitalis is inapplicable 
in that form of ursinia which is characterized clinically by 
gastro-intestinal accidents. 

There are yet otlier means of increasing the quantity of urino. 
We may propose the displacement of a part of the mass of blood, 
which is in relative stagnation in certain parts of the vascular 
system, and to throw it into t[ie main circulation, in order to 
increase the pressure within the vessels of the kidney. Between 
the arterial capillaries of the abdomen and the liver is found 
quite a considerable mass of blood accumulated in the portal 
system and in the hepatic and splenic parenclij'ma ; we may 
throw that reserve, nearly stagnant, into motion iu the general 
circulation; we may empty, in a word, the portal system, in 
order to augment the general arterial tension and, in conse- 
quence, set the renal function agoing. This result may be ob- 
tained by the introduction of cold water into the abdomen, by 
the employment of cold injections. I have seen, in certain cases, 
a grave anuria disappear by the use of cold injections; it is 
therefore a means we ought not to neglect. We may carry in 
cool drinks, which, besides the stimulation which they impress 
upon the contractility of the abdominal vessels, will induce ab- 
sorption of a certain quantity of water, in order still to increase 
diuresis. Amongst the liquids which it is usual to prescribe, 
milk is one of the most powerful medicaments which we can op- 
pose to uremic accidents, and not only to albuminuria. Its 
advantages are numerous, as we shall see, 

We can also utilize as a medicament a body which has been 
considered, until to-day, a poison, and which is capable, more 
than any other, of encouraging the secretion of urine. I am 
now speaking of urea, to which we certainly cannot attribute 
the accidents of uriemia, and which, on its own side, even com- 
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rats tbera by forcing the renal buiTier. In animals, urea Las 
been experimentally demonstrated to be a diuretic. In a henltliy 
man, ingested by the gastric mucous membrane, it baa not ap- 
peared to increase tUe quantity of urine. It would therefore 
remain to be determined whether, in a siclc person, by subcu- 
taneous injections of urea, we could succeed in increasing the 
urinary secretion. I have undertaken in animals, and more 
lately in men, experiments bearing upon this point. In a patient 
with Bright's disease, the subject of a cardiac affection, I have 
once seen the subcutaneous injection of urea induce a diuresis 
of T litres in twenty-four hours ; but I ought to say that in the 
renewed relapses of oliguria in this same patient the injection 
of urea has failed, as has also, at other times, the administration 
of digitalis, which some weeks previously had abundantly 
induced diuresis. 

I have estftbliahed that the skin and the lung cannot vicari- 
ously aid the Itidney which has become incapable of accomplish- 
ing its task of elimination. But, have other emunctories the 
power? Or, at least, can we not utilize aa emunctories large 
mucous surfaces, such as that of the digestive canal, the stom- 
acli, and intestine? 

For a long time we have combated urffimia by inducing vomit- 
ing. We have sought to imitate what occurs in certain cases of 
ursamia in which vomiting is frequent; it is therefore proposed to 
provoke a secretion of extractive matter from the surface of the 
stomach. It Is not shown that the vomiting notably increases 
t!ie gastric secretion. It has, on the contrary, two evident 
inconveniences: it produces two effects, — lowering of arterial 
tension and, in consequence, climinntion of renal secretion ; and 
increase of the cutaneous secretion, which further diminishes 
the renal secretion. Besides, some have quickly giveu up this 
practice, and have had recourse to the intestine, in wliich they 
have provoked hypersecretion by drastic purgatives. Purgatives 
have been employed for a very long time, in accordance with 
theoretical views. It is upon the theory of Wilson that phy- 
sicians have relied, who have wished, by means of purgatives, 
to remove urea from the blood ; but t!ic intestinal secretion has 
no elective action upon urea; it only removes urea from the 
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blood iu the proportion in which it is found in the blood-plasma. 
If the serum of blood contains, per litre, 32 centigrammes of 
urea, the liquid which exudes into the intestine under the influ- 
ence of purgatives contiiins exactly 32 centigrammes of urea 
per litre. 

On the other hand, if we remove one litre of water from the 
blood by the intestinal tract, it is simply a litre of water less 
that will pass away by the renal path ; but this litre of water, 
eliminated as urine, could have removed fiftj' times more urea. 
In addition, we know that the theory of Wilson is wrong, and 
that urea is not the cause of the urtemic accidents. 

Let us see what is the composition of the substances elimi- 
nated by purgatives, onlj' considered as poisonous. Purgatives 
remove from the blood, in the first place, water; they dehj'dmte 
the blood and, consequently, the tissues; this dehydration, per- 
haps, causes a diminution of oedemas and effusions into serous 
cavities; this will remove, perhaps, water from the cells and, 
along with this water, a portion of toxic material. But there 
will only result from this a favorable effect if we immediately 
restore to the tissues the water which we have just removed; 
otherwise, we shall have onl}"- displaced the poison by making it 
pass from the cells into the plasma ; after dehydration it is 
necessary to bring about immediate hydration. This is a dan- 
gerous game; we are never sure of being able to graduate at 
will these alteniatives of subtraction and restitution of water 
from the blood and tissues. 

Nevertheless, I do not wish to proscribe a method in favor 
of which clinical experience seems to have decided for a long 
time past. Diarrhoea does not remove urea from the blood, but 
it removes poisons from it. In an adult, in good health, I have, 
for six consecutive days, measured the urinary toxicity, in 
periods of four hours. The curve of the toxicity is reproduced 
each day, regularly and always at the same time. But I have 
established a disturbance coincident with a diarrhoea. During 
the four hours coincident with this diarrhoea, urinary toxicity 
had undergone notable diminution. I have thought that the 
poisons which were then awanting in the urine had been carried 
away by the intestinal fluid. 
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We have until now only discussed means that are injurious 
or uncertain. What is thought* of bleeding? What happens 
when we remove blood from a uraemic ? In removing 32 grammes 
of blood you remove from it' 60 centigrammes of extractive sub- 
stances ; the daily elimination by urine is 8 grammes ; you, there- 
fore, in this way, remove one-sixteenth of the extractive sub- 
stances which the urine ought to carry away. This result is 
not insignificant ; for, if the kidney ought to remove in one 
hour these 50 centigrammes of extractives, and if the convulsive 
or comatose accidents resulting from this non-elimination can 
kill the patient during this hour, the bleeding which j'^ou induce 
may save the life of the patient, b}'^ removing, for the moment, 
from him, the excess of toxic material which causes the develop- 
ment of fatal accidents. 

In any case, it is certain that we remove from the economy 
more extractives by bleeding than by any other channel, the 
renal tract excepted ; for a bleeding of 32 grammes removes 
from it as much as 280 gi^ammes of a liquid diarrhoea does, or as 
100 litres of 'persph^ation. Besides, it is not only 32 grammes 
of blood — the quantity drawn by two leeches — which we have 
removed in similar cases. Abercrombie, Marshall Hall, Raj^er, 
and many others in addition, have emplo3^ed copious bleedings 
for uraemic accidents, and they have seen patients cured who 
were assuredly threatened by death. It is chiefly in acute cura- 
ble nephritis, such as scarlatinal nephritis, that bleeding finds its 
formal indication, and if uraemic accidents arise; for, in these 
cases, the renal malady only demands cure when the patient 
does not succumb to the fieeting attack of uraemia. In these 
cases, therefore, it is obligator}^ to practice bleeding, not only 
because it is theoretically legitimate, but because, practically, it 
has been shown to be useful. 

On the contrary, in chronic diseases of the kidney, the 
utility of bleeding is doubtful. We cannot incessantly go on 
bleeding a patient with uraemia whose kidne}'^ is definitively and 
irrevocably diseased ; we should only hasten death by impov- 
erishing his blood. There is scarcely, therefore, cause for prac- 
ticing bleeding in the terminal uraemia of chronic nephritis, 
except once, viz., at that moment when accidents threaten imme- 
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iliate deatb, ami mlieii tliore is no olliei' hope tlian of delayiog 
for a little the fittal tormiiiation. Since, in the majority of cases, 
we cannot derive great benefit from bleeding, we have thoiigbt 
of employing antidotes capable of opposing their pliyaio logical 
efi'ects to tbose of the poisons which bave induced the unemic 
nt tacks. 

Inhalations of chloroform have been suceeasful, especially in 
this particular intoxication, which singularly resembles urtemia, 
viz., in the eclampsia of lying-in women. Tbe evidence of their 
utility hns not been so great in the urtemia of nephritis. In 
every case they find their application only in the convulsive form, 
and, of course, we cannot think of them for the comatose form. 
It ia also for the convnlsivc variety that the action oi chloral 
should be reserved, of which we do not otherwise know what is 
its exact value in these casee. Bromide of potassium, which has 
also been proposed, ought to be rejected at once ; for it can of 
itseif determine intoxication by the potass which it contains. 
If we wish to treat urtemic convulsive accidents by bromide 
preparations we should use bromide of sodium ; but never 
should we employ, in uraemia, any sail of polassium, no more 
the bromide of potassium than the nitrate. Under other condi- 
tions we would replace them with advantage by the bromide and 
nitrate of sodium, which are just as active therapeutically and 
forty times less toxic. 

That ia, tbereifore, the therapeutic programme for uriemia, 
sncli aa our predecessors have bequeathed- to us. Amongst all 
these means, what of worth remains? Certain diuretic agents, 
— first, such things as milk, and bleeding for certain cases. 
Yet perhaps something e!f5e might be done for these ursemic 
accidents by applying the pathogenic therapeutics which I have 
been trying to put in favor during the six years that I have 
lectured. There are, periiaps, therapeutical indications to be de- 
rived from the knowledge we possess of tlie sources of the accu- 
mulation of toxic substances in the economy, — disassimilation, 
the secretion of tbe liver, alimentation, and intestinal putrefac- 
tions. Let us see if we cannot act upon one or other of these 
sources of intoxication, so as to exhaust or diminish them. 

Can we delay disassimilation 7 Is there any indication for 
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administering those substances whicli have tlie rejiiitation of 
diminishing the exchanges of nutrition, and which have been 
called the medicines that sn.\e the wear and tear, e.g., arsenic and 
valerian? It would be qnite uaeless. Disease itself has produced 
this arrest of diBasfiimilation, The aecumulatioo of toxic sub- 
stnncea has checked the condition of osmosis ; an eqnilibrinm of 
tension has been established between the fluids, — intiii-and extra- 
cellular ; tlie circulation of matter through tlie cell no longer goes 
on, except imperfectly; combustible substances and the heat-pro- 
ducing agent, oxygen , no longer enter, but with difficulty, into the 
conflict, — so little that we see the temperature fall, an evident 
proof of a check given to nutrition. The temperatnre, taken in 
the rectum, may fall to 30 degrees. The disease itself has gone 
beyond the point wished for in our calculations. It is useless, 
then, to think of impeding further oxidation, whose insufficiency 
may, by itself alone, become fatal. I go farther: those things 
which are especially toxic are the products of life without oxygen. 
Increase the free oxygen, and you will only moderately increase 
disassimilation, but the products of this disassimilation will be 
much less toxic. I Lave seen exposure in compressed air diminish 
by more than one-half urinary toxicity. It ia, therefore, rational 
to adopt the practice of Jaccoud,who speaks highly of the inbala- 
tioDS of oxj'gen in the treatment of urieuiia. 

What can we do to combat that source of poison which is 
resident in the biliary secretion? We can first diminish the 
quantity of bile secreted. A means used empirically, and which 
is excellent, is milk, when it is well digested, for if it is not 
absorbed it purges and increases the biliary secretion. But 
when the digestion of milk ia perfect constipation is established, 
and the dry and hard frecnl residue which it leaves contains 
almost no biliary pigment. " We can also expel bile, when it has 
been formed, by washing it out by tlie help of certain neutral 
salts, whose action ia limited to making it force its way rapidly 
through the intestinal contents as far as the anus. Yon will 
avoid, in every case, the potaas purgativea,— soluble cream of 
tartar and the salt of Seignette. But in bile the greatest part 
of its toxicity reats in the coloring matter. We have proof that 
decolorized bile ia much less toxic. We have the means of 
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decolorizing bile in the digestive canal by ad minister in g char- 
coal in aufDcient quantity. 

We can diminish the toxicity which is resident in food- 
sources by diraJnishiEg, from this point of view, chiefly their 
mineral aubstancea, — e.g., potass, which contributes a very im- 
portant shnre in the production of intoxication. We will 
choose, for nrsmic subjects, food that is quickly digested and 
absorbed, and which will also have the advantage of not handiug 
over to the agents of intestinal putrefaction undigested and 
easily putrescible material. We will search for foods not rich in 
extractives and io potass. We will, then, avoid meat and, as we 
have done, empirically, for a long time, we will choose milk, which 
is slightly rich in potass, and which has proved itself satisfac- 
torily, from so many points of view, in the treatment of urcemia. 
We will add to this the white of egg, and, in case of need, cheese 
- — which no longer contains the soluble mineral matter of milk 
— and boiled meat ; but we will interdict soup. 

Finally, a very important indication is to prevent intoxication 
caused by the products of intestinal putrefaction. We ought to 
endeavor, first, to admit only a small quantity of putrescible 
matter into the digestive canal, so that the digestive residue 
may form solid masses, presenting at the point of contact with 
the absorbing mucous membrane only surfaces that are hard and 
not extensive- The pasty residues incessantly mashed by the 
intestines, on the contrary, successively allow of the absorption 
of the poison contained in their superficial and deep layers. 
Milk-food, when it is well tolerated, which is the rule wTjen milk 
is ingested in small quantities and well broken up, produces the 
desirable result ; that is to say, fjecal matter scanty and solid. 
Thus, from whatever point of view we regard it, milk is opposed 
to all sources of intoxication. 

We can still fix the toxic products of intestinal putrefaction 
so as to prevent their absorption. Charcoal gives us the means 
of doing so. We may even oppose putrefaction itself by induc- 
ing intestinal antisepsis. We possess, in the association of 
iodoform in charcoal, and in "naphthalin, means which theoret- 
ically permit us to practice this thoroughly. Salicylate of bismuth 
may be employed for the same end, and, if we were afVaid of the 
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passage and accumulation in the blood of the small quantity of 
salicylic acid absorbed, we might substitute for it the subnitrate. 
In fact, my colleague, Dr. Tapret, has applied this theoret- 
ical idea to the treatment of uraemia, and he has thrice seen 
ursemic accidents disappear when intestinal antisepsis had been 
induced. I, myself, have seen in one case, formidable ursemic 
dyspnoea disappear within twenty-four hours after the adminis- 
tration of naphthalin. The patient, who was diabetic, succumbed 
later on to gangrene, but, to a certainty, he would have been 
dead more quickly from his uraemia. These are only four cases, 
but they are encouraging, especially when we think of the 
small number of therapeutic means at our disposal for treating 
uraemia. 

Thus, to resume, diuretics (and, in the first place, milk: 
milk as food), intestinal antisepsis, bleeding for accidents imme- 
diately threatening, and, finally, inhalations of oxygen, — that is 
the treatment which experience has confirmed. It is also that 
which arises naturally from the conception of the disease, which 
we have admitted. 



LECTURE XVI. 

Tbanbitokt OB AooTB Auto-Intoxioation of Intestinal 
Origin — Intehnal Stbanodlation and Constipation. 

Increase of the quantity of poison contained In the digestive canal when there \e 
an augmentaitlou of tbe octlvltf of normal fermeutation. Symptoms and 

Bigoa of tlie lucrcBse of acM fermentalioa and of putrid fcrmentatioD. 

Parallel rclatiOQ between tlie Increaoe or lutestlual fermeutatfun and IticreKfed 
t^izlcity of urltiu. PoIbomb wblcb are found In tbe IntestineH aud wliieh pasa 
into tbe urlae. Fbi^uol, Induljund ludicaD ; crenol. SubBtanee which gives a 
claret color to urine after the addition of perebloride of iron, but which ia not 

acetone. Uow tlie organism is proleeted against poisons deiiTcd from the 

Inteetlnea. Part played by the liver from tbe point of view of the arrest and 
destruction of putrid poiaona. Expeiiments of Sehiff and of Q. H. Roger. 

Utility of hardening tbe iutestlual coiiteuts. llSle of auto-intosication 

of fiecai origin, in iiitei-Dal strangulation and tbe morbid states called intes- 
tinnl Bfptlcierala (Humbert). The twi) pcrioils of conBtipation : constipation 
with retention of lii^nid fiscal matter eanses symptoms of lotoiicatlun, and 
bardcnlug of the Eubstaucee readers Che second period of constipation leM 
b armful. 

We know tliat tlie poisons contntiied ill the intestines, also 
those wliich come from food, from bile, or putrefaction, enter, on 
tlie one Iiand, into tlie eoinplex intoxication called nrfemia. We 
can, tLerefore, understand Low, if tUe quantity of poison increase 
in tlie intestines, an intoxication becomes possible ; at tbe same 
time, that disassimilation does not liand over to tlie blood a 
larger amount of toxic material even when the kidney remains 
permeable. 

To-dity we are going to study intoxication by re-absorption 
of substances contained in the digestive canal, withont tbe 
presence of oilier pathological states. Experiment lias proved 
to na that the toxicity of the intestinal contents is mixed, and 
has revealed to us its various sources. These sources, — let us 
recall them : — 

1. Foods — even the most inoffensive in appearance — and the 
flesh of muscle are toxic, particularly, on account of the mineral 
matter and potass principally. We have sliowu this by injecting 
aqueous decoction and the alcoholic extract of meat. 
(138) 
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2. Bile contftiiia poison. Thee 
grammes of bile wliicli are turned 



:lit hundred or one thoiiBand 
!!ich day into the intestines 
of ao adult of avera;,'e weigjit arc toxic on account of the color- 
ing matters principitlly, e.g., bilirubin, and also other substances : 
some known, — such !19 the biliary salts, — others unknown. 

3. Putrefactions which develop in the alimentary residues 
engender poison. The extract of 9.5 grammes of putrefied meat 
is sufGcieut to kill. 

i. Filially, we have learned that feecal matter ia toxic; that 
this toxicity is due chiefly to potasa and ammonia; and, on the 
other hand, — and this represeuts about oiie-fSI'th of the total tox- 
icity, — to the union of organic principles, in which are included 
alkaloidal substances. 

Thus, the paths are prepared for the study of intoxication 
of intestinal origin, since we know that, in normal conditions 
even, there is material for intoxicating, and as to what proportion 
each of the poisous shut up in the intestines bears to the 
toxicity of the whole. 

We shall now see how, under normal conditions, the contents 
of the intestines may become more toxic, and how, cveu with a 
kidney functionally free, if the production of toxic material ia 
RGcidentally more abundant, it may yet accumulate in the blood 
in a, proportion capable of causing symptoms-of intoxication to 
arise. When fermentation has become more active in the whole 
length of the digestive tube, we see produced a succession of 
phenomena truly characteristic. The unusual development of 
gas determines abdominal meteorism and tympanites, which may 
be from the stomach or intestines, or it may be at once carried 
to the stomach or intestines. The disengagement of gas reveals 
itself by eructations, preceded by burning sensations in the 
stomach, or accompanied by pyrosis in the oesophagus and 
pharynx. It may induce acid vomiting, the aciditj- of which is 
most frequently due to acetic acid, — rarely, hydrochloric. The 
acidity of the mouth mny cause changes in the teeth. The con- 
tents of the intestines, which have become abnormally acid, may 
not only provoke diarrhoea, by irritating the mucous membrane, 
but irritate also the skin outside the rectum, as witness the 
erythema of the buttocks in the acid dyspepsias of infants. An 
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acid reaction is substituted for tbe normal of tlie intestinal 
contents. We notice cliauges in tlie color of the stools : bile ia 
expelled, witli a green color. The production of sulphuretted 
hydrogen is diminished. Certiiiu substances, administered with 
the view of arresting the diarrbosa, such as bismuth, give no 
longer to the stools a black color, for there is no longer formed 
sulphide of bismuth. These are the external signs which indi- 
cate, even to the naked eye, the production of acid fermentation 
in tho digestive canal. 

When fermentation of a putrid character predominates, there 
is produced rather an excessive disengagement of sulphuretted 
hydrogen, ammonia, and sulphate of ammonia, which reveal 
themselves to our senses by the odor of the gas expelled. 

Parallel to these objective phenomena there exist those of a 
subjective character, amongst which the most ordinary are fatigue, 
depression, headache, buzzing in the ear and deafness, disturbances 
of sight, and vertigo. With a kidney acting well things may not 
go farther; but, if the renal emunction is insufficient, we may 
see developed a fraction of urfemie intoxication through simple 
exaggeration of intestinal fermentation. If, for example, abun- 
dant vomiting has caused oliguria, we may have coldness estab- 
lished, paralysis of the vessels of the skin, cramps, convulsions, 
coma, paralyses, death even, whilst the kidney itself may not be 
really diseased. It will be sufllcient for the development of such 
accidents that the quantity of toxic material introduced into tbe 
blood should exceed the activity of the kidneys charged with 
the function of eliminating it. 

Trom proof of the preceding facts, we can already con- 
clude that the quantity of urine passed is very important in the 
intoxication of intestinal origin; that variations of nrinary 
toxicity may be, in similar cases, the measure of tbe degree of 
intoxication; and that we should find, under the influence of 
intestinal fermentation, an increase in the toxicity of tho urine. 
I have known that in a large number of diseases it is thus. If I 
suppress intestinal fermentation, I cause the toxicity of urine 
to diminish; I cause it to diminish, but not to disapiiear, since 
I only suppress one of the natural sources of its toxicity, I 
can diminish the toxicity of urine either by neutralizing the 
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products of piiti'efactiou , by the aid of cliarcofti, which iireventa 
their abaorption, or by preventing putrefactiou itself, tiirough 
causing intestinal antisepsis, by means of iodoform and naph- 
thalin. I ha\-e thus pvovetl the reaiitj of the passage of a larger 
quantity of toxic material from the intestines to the Itidney in 
cases wliere there has been an increase in intestinal fermentation. 

This proof Imd already been given formerly by chemistry. In 
my experiments of 1882, in which I only occupied myself with 
one class of toxic agents, — alkaloids, — I had shown that they j 
increase in a parallel manner in the fteces and in the urine. I 
had concluded tiiat the organism is, from this fact, under the , 
risk of a constant menace of intoxication. Other observers had 
preceded me in this path. Stiideler, in 1848, had found phenol 
in the urine, without drawing any conclusion from it. In 18T7, 
Banmann found phenol in fiecal matter; we must really admit 
tbat this passes from the digestive tube into the urine. In 1826, 
Tiedemann and Omelin discovered in the duodenum a substance 
which gave a red color with chlorinated water, — indol. Bracon- 
not, without noticing in hia discovery any relatiouship with 
the preceding, has shown in the urine the existence of a certain 
substance of a different color, — cyannrine, — which is indican 
derived from indol. In 1872, Jaffe made a subcutaneous injec- 
tion of indol, and he saw that indican appeared or increased in 
the urine. The indol, therefore, which is formed in the faeces is 
the cause of the urinary indican. 

These early experiments are the source of all that have been 
made since then. A very convincing experiment is that of 
Senator. He seeks for indican in the urine of the newly-born, 
and he does not find it; be analyzes the meconium, and does 
not find indol therein. Nothing is better shown to-day than the 
parallel relation between the increase of indican in the urine and 
indol in the fteces. That is to say, variations of urinary indican 
according to the activity of intestinal fermentation. Aloysins 
Martin established tbat in every disease of the intestinal tube 
there was an increase of urinary indican. Hassal found a 
large proportion of it in the urine of people suffering from 
cholera; Qubler, in typhoid fever and cholera. One of Qubler's 
pupils — A. Robin — studied its variations in typhoid fever. 
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Carter and JiiSe baye bIiowii tlint uriimry indictui i 
coiiseqiieuce of tbe retention of ffficiil mutter in intestinal 
obstruction and in internal strangulation. Senator showed the 
same fact in certain kinds of constipation ; in these the nlviue 
secretions are maintained in a liquid or semi-solid state. 

Analogous researelies have been made for other substances 
by Salkowaky, — for phenol and cresol. We see tliera increase 
like indican in the urine, in certain forma of diarrhoaa, and in 
intestinal obstruction. I will say the same of a substance, not 
defined chemically, revealed in the urine by a claret coloration 
induced by the addition of perchloride of iron to it. It baa 
been observed by Senator, Riess, and Litten, not only in aceton- 
Eemia or sugary diabetes, in pernicious amemia or leiicocy- 
thsemia, but in grave dyspeptic states, in certain cases of carci- 
noma of the stomach, — all cases in which anomalous fermenta- 
tion is produced in the digestive tube. I have also seen, often 
enough, this coloration of urine in the grave forma of dilatation 
of the stomach, in cancer of the stomach, and in typhoid fever. 
This material is assuredly not acetone; it is analogous to it 
only by this reaction when brought into contact with perchloride 
of iron. It was absent in certain diabetics whose breath, more- 
over, had the odor of acetone. I believe, with the authors 
named above, that it is frequently found related to increase of 
fermentation in the digestive canal. 

All these auhstances, known or auspected, are only some of 
the products of intestinal putrefaction, but they show very well 
the parallelism between the entrance of putrid matter into the 
blood and its increase in the urine. We know, therefore, that 
if these putrid substances are formed in excess, there may result 
from them an intoxication even without the kidney being dis- 
eased. Nevertheless, as all these substances exist normally in 
the digestive canal, we may ask whether tbe organism has no 
other protection against them than the kidney. It is possible 
that the liver may give this protection, and that the experiments 
of Schiif relative to the alkaloids may be of a more general sig- 
nificance. This hypothesis may rest upon some experiments 
recently performed in my laboratory by G. H. Roger. 

The alcoholic extract of rotten meat ia twice less toxic when 
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we inject it into the portiil vein tban wlien iiitrodiiceil into the 
general circulation. Extracts of the intestinsil contents of the 
rabbit and tbe dog kill, by a smaller dose, frogs deprived of their 
liver, than healthy frogs, or those in which we have tied the 
afferent vessels of the kidneys. It appears, therefore, to be 
certain that the liver nrresta or transforms toxic siibataiices 
which originate in the intestinal canal. This cooception again 
has been verified experimentally : blood drawn from the portal 
vein of the dog kills a rabbit in a dose of from 13 to 14 cubic 
centimetres per kilogramme, whereas it is necessary to use 23 
cubic centimetres of blood removed from the liver. 

These recent experiments seem to lend support to a hypothe- 
sis put forward by Schiff now a long time ago. Ton know that, 
in consequence of an abrupt ligature of the portal vein, the 
animal falls into a state of somnolence and dies in one or two 
hours, if it is a dog ; in thirty or forty minutes, if the experi- 
ment has been performed upon a rabbit. Schiff supposes that 
the death is due to an iutoxicatiou consequent upon the reten- 
tion of a poison which the liver was charged with the function 
of destroying. This poison would "originate during disassimila- 
tion,aud Schiff considers that be has demonstrated its existence 
by the following experiment : He removes the liver from a frog, 
the animal bearing the operation well ; that is, without immedi- 
ate death. He injects into it blood removed from a healthy 
dog; the frog does not die. He ties the portal vein of this dog, 
which falls into somnolence and dies. He takes some blood 
from this dog and injects it into the frog ; this becomes, in its 
turn, somnolent, and dies, at the end of from half an hour to an 

The experiment has been repeated in my laboratory by M. 
Roger; he has injected into rabbits the blood of a dog, before and 
after ligature of the portal vein. In these two eases the toxicity 
has been the same, viz., 25 cubic centimetres per kilogramme. 
This result — completely opposed to that of Schiff — lIocs not 
cause nie, in any way, to repudiate the idea that the liver arrests 
and is constantly transforming toxic products ; the comparative 
toxicity of the portal and hepatic blood demonstrates it. Only, 
in the experiment of Schiff, potsoniug has no time to be pro- 
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duced ; the animal appears to succumb, as Clftude Bernavd hug 
aiiid, to an iiiteBtiiial hyperserain and consequent cerebral 
nuicmia. In order to study aiito-intoxication, after snppresBing 
tlie function of the liver, it will be necessary to join together 
the portal vein and the renal. The experiment made by Holni- 
kew, from another point of view, has allowed the animal to live 
from eight to ten Lours. 

I thiuk that we may, therefore, conclude that the liver is an 
organ of protection to the economy ; that it arrests more or 
less of the toxic material in general, — not the whole, since a part 
passes into the urine. The liver is certainly not the only agent 
which acts the part of protector to the organism against poisons. 
Tliere may yet be made to intervene, as an auxiliary agent of 
protection, rapidity of intestinal expulsion by the stools, — -hard- 
ening of the intestinal contents, which, transformed into a hard, 
feecal bolus, becomes almost inoffensive, because it no longer 
allows of absorption. 

After having admitted this hypothetical and theoratical 
mechanism of intoxication by poisons of intestinal origin, let 
us see if there exist, really and clinically, such intoxications. 
On this point I shall borrow from the teaching laid down in the 
work of M. Humbert, who has used the woi-d intestinal sepfci- 
cfemia in the sense of intoxication. I And therein starthng 
examples of intoxication in some of the phenomena which are 
produced in the course of surgical affections causing intestinal 
obstruction. In the first place, mechanical phenomena are 
demonstrated by the arrest of matter, pain coraplnined of above 
the obstacle, and abdominal distension. Then reflex actions: 
vomiting which cannot be attributed to intoxication, fall of 
arterial tension, frequency of the pulse, perspiration, etc. All 
these reflexes are often arrested at the end of one or two days, 
and during these two days vomiting ceases. Then appears a 
new phase, characterized by prostration and collapse, — a par- 
ticular pallor of the skin, not pale, owing to spasm of vessels, 
but earthy-looking, from being impregnated with coloring 
matter; coldness, and muscular cramps. Humbert asks whether 
a part of this complicated clinical picture should not be attrib- 
uted to intoxication. We must certainly reply to him in the 
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affirmative. Why this period of respite? It is iuexplicabic on 
tbe theory of reflexes. It finds, on the contrary, an explanation 
in in toxical ion. Examin.itioD of the aforementioned facts does 
not offer to us, doubtless, a true demonstration, hut it forces us to 
consider. It is not oncominon to observe cases oT strnnguliited 
hernia in which accidents continue when the intestinal stiaiigii- 
iation has been relieved, because putrid material is freely spread 
throughout the whole length of the digestive tube, whiuh 
absorbs it. 

An objection often made to the hypothesis of intoxication 
of ftecal origin is Uie fact that constipation is compatible with 
health. If this hypothesis were true, say some, intoxication 
would be realized to the full in constipated people. I reply I 
that constipation ought to be regarded as a protection against 
intoxication. It supposes that all that is absorbable has been 
absorbed, the aqueous part with what was held in solution. 
In constipation there is, at first, a preliminary phase, in which 
appears a threatening of intoxication, but, in the second place, 
intoxication is no longer in operation. 

Besides, are constipated people healthy? They have head- 
ache, migraine, and vertigo. Hypochondriacs, whose suffer- 
ings are chiefly subjective, are eonstipatetl. They experience a 
number of nervous disorders of sensibility, buzzing in the cars 
and psychical troubles. All the insane are constipated , and alien- 
ists endeavor specially to guard against constipation. I do not 
say, of course, that psychical troubles are caused by constipation. 
I only say that they are, in a certain sense, exaggerated by it. 
I say that the neiTous system is maintained in a condition of 
hurtful disposition by constipation, and that we render a service 
to patients attacked by cerebral troubles when we cause to dis- 
appear, at the same time as constipation, the unhealthy disposition 
of the nei-vous system. 

Thus we see, in the two examples of septicEemia of Humbert, 
and of constipation, the maximum and the minimum of accidents 
attributable to the intoxication of intestinal origin. 



LECTURE XVII. 

AODTE OE TrANSTTOKY INTESTINAL A UTO- INTOXICATION — GABTEIC 
DlSOHDEaS — iNDIBEaTION — PoiSONlNB BY TAINTED MeATS. 

Explonatiaa of the symplomfi of g&stric disorder from Teteotioo or toxic matcHal 
In tlte etomUiCh. Washing out of the stomach in certain forms of intestinal 
,ol]8tractlon. Indii'Atioua Ibr emptying the intestines in surgery end ohstet- 
rtcs, IndigeaLlon, with excessive production of toxic matter in the digest- 
ive canal. Pi-eaence of aeilpliDrlc acid io the iDtestlaes and cmunctorics in 
a case of grave ludigestioa (Senator). Case of iudlgestiou with enormous 

quantity of alkaloids in the tDt«stInea and urine. Poisoning by tainted 

meale : old sauss^^. The epidemic at Audelflngen, Why these morbid 
states are InWiications and not Infections. 

I I HATE jiiat shown yon, in internal strangulation and in oon- 
: atipation, the two extremes, — the maximum and the minimum of 
intoxication of intestinal origin. In the morbid state — still 
badly known— which we call acute dyspepsia things nre, at 
their origin, obscure and complex. We do not know what is 
the primary cause of gastric fullness, but we do know that 
there exists in this affection, at a given moment, a diminution 
of the secretions ; of the saliva, whence the clammy state of the 
mouth ; of the gastric juice, whose peptogenetic power is weak- 
ened ; of the intestinal glands, ^hich causes constipation. The 
appetite is diminished, and that is very advantageous, since the 
digestive power is less, and also because the taking of food in as 
large a quantity as under ordinary conditions would transfer to 
parasitic ferments more putrescible material. In these condi- 
tions of imperfect digestive secretions I see the possibility of a 
development of anomalous fermentations. It is certain that the 
subjective troubles felt by patients cannot be explained by an 
inanflleieiit alimentation of so short a duration. On the con- 
trary, the production of putrid fermentations explains the bitter- 
ness felt in the month, headaclie, and depression. If I have not, 
therefore, any information as to the primary cause of the dis- 
ease, I have reasons for supposing that one part ought to be 
attributed to intoxication in the pathogenesis of some of the 
accidents. 
(U6) 
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In certain individuals habitually the subjects of diarrhoBa, 
who have, nevertheless, during each day, only one liquid and 
fetid stool, we observe nearly always headache, vertigo, and some 
shivering. They in general experience bitterness in the mouth; 
their breath and their skin have a disagreeable odor. But all 
these inconveniences may disappear for a time by evacuating the 
contents of the large intestine. The individual who awakens 
with a sensation of lassitude ma}'^ be deprived of it b}^ a simple 
injection. What I say to you in regard to this does not consti- 
tute a demonstration, but it is more a reason for adding to the 
probabilities in favor of the part played by intoxication in the 
genesis of troublesome, though attenuated, nervous symptoms, 
apart from any completely-established disease. 

We may see more severe sj^mptoms yield after simple evacua- 
tion of the contents of the digestive canal. Washing out of the 
stomach is not a curative means, properly speaking; but it 
removes certain forms of malaise, headache, and migraine. In 
certain patients, the subjects of dilatation of the stomach, lavage 
causes not only the disappearance of pain, pyrosis, and heart-burn, 
but all the other accidents culled reflex. Assuredly, washing 
out does not cure dilatation of the stomach, but it is in certain 
cases necessar}', and it renders considerable service in weaken- 
ing the most painful symptoms, — services which are manifest, 
but, unfortunately, also transitory. In my clinique was ji woman \ 
whose stomach was dilated. She suffered from constant supra- 
orbital headache. Washing out was always immediately followed 
by a disappearance of this headache. 

When the stomach retains substances more toxic, which 
happens, for example, in intestinal obstruction, washing out has 
a utility no less observable. Senator had formulated this indi- 
cation. M. Chanteniesse was able to verify the reality of this 
in a patient, in my service, attacked with an intestinal obstruc- 
tion from an unknown cause. Faecal vomiting bore witness to 
the accumulation of toxic material in the stomach, and would 
explain the general symptoms which accompany intestinal ob- 
struction : the small pulse, coldness, owing to paralysis of the 
cutaneous vessels, etc. Four litres of a horribly fetid liquid 
were evacuated by means of the oesopbageal tube, and we saw 
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the disappearance of symptoms of peritonism, which so closely 
resemble intoxication. A new accumulation of faecal matter 
was followed by a return of the grave symptoms, which evacu- 
ation of the contents of the stomach again caused to disai> 
pear and cured the individual. He was cured not by lavage, 
but thanks to the lavage, which gave him respite by arresting 
intoxication and in giving to him, I presume, time for the 
strangulation to free itself. There are, therefore, cases in which 
toxic accidents caused by tlie reflux of putrid material into the 
stomach have disappeared, thanks to lavage. 

There are other circumstances in which we might suppose that 
stagnation of intestinal material causes fever. After laparotomy 
the fever cannot be explained, in many of the cases, by a septic 
condition of the peritoneum, and we see it disappear after get- 
ting rid of constipation (Kiistner). Accoucheurs know quite 
well how certain febrile incidents which supervene in the course 
of parturition disappear after alvine evacuation, either sponta- 
neous or induced by light purgatives. This hurtful influence of 
the stagnation of matter in the intestines after operations ex- 
plains old traditions forgotten in surgical practice. It was the 
rule in olden times to prepare those about to be operated upon 
by administering to them in succession an emetic one day, then 
on the following day a purgative, and that in two or three 
takings. We no longer push to the same extent to-day this 
preventive line of therapeutics ; but, the- operation concluded, 
unless it be one upon the abdomen, we can, with advantage, it 
would appear, and upon the evidence of M. Verneuil, induce 
intestinal evacuation. These, then, are clinical facts which agree 
with theory. 

There are cases in which we have been able to demonstrate 
that the grave accidents of a true indigestion were of a toxic 
order. Senator has seen in one of his friends a fact of this kind, 
— in whom intoxication resulted from sulphuretted hydrogen pro- 
duced in the intestines of the patient. There had been vomiting 
and eructations, giving off", as well as the gases emitted by the 
anus, the odor of rotten eggs. The symptoms consisted of 
fainting, anxiety, and clouding of the intellect. But the poison 
could be detected in the emunctories ; the emitted gases black- 
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ened paper impregnated with acetate of lead ; the stools, the 
urine also, contained sulphuretted hydrogen. We could, tliere- 
fore, notice in these cases certain symptoms which contribute in 
part to the classical picture of poisoning by HgS, as in certain 
dyspepsias. We have demonstrated the presence of this poison 
in the intestines, and then in the urine ; it is, therefore, certain 
that it had traversed the blood. 

In some people special foods, without being either toxic or 
putrid, induce regularly an indigestion and grave phenomena. 
In similar cases, if tliere is intoxication, it is the result not of 
the food, but of the non-digestion ; the digestive juices cease to 
transform food which the stomach does not care to receive ; 
the nervous system produces disorders of secretion ; the gastric 
juice stops flowing into the stomach, or else the HCl is absent 
from it at the moment of the conflict of the food with the 
microbes. But the HCl not only serves the purpose of swelling 
and of hyd rating the alimentary mass, it ought to protect it 
against parasitic ferments. These being no longer neutralized, 
anomalous fermentations are produced in the stomach and in 
the intestines ; the toxic products of these fermentations are re- 
absorbed. There arises from this an intoxication, which is not 
serious, fortunately, because the renal function protects the 
organism. 

In 1882 I made known the folio wiug observation : A man 
could not take fish, cooked tlie day before and eaten cold. One 
day, when he had partaken of this, which his nervous system did 
not accept, digestion was arrested, and he experienced the 
ordinary symptoms of an indigestion, at first stomachal and 
then intestinah Diarrhoea lasted not only until the last particles 
of the ingested food were eliminated, but well beyond that even. 
It was accompanied b}^ prostration and anguish. But the first 
accidents only appeared after a veritable incubation of eight 
hours, during which, without doubt, microbes had formed the 
amount of poison which caused so prolonged an intoxication ; 
and, in order that there should be formed such an abundance of 
the poison, it was necessary that there should have been an 
undoubted multiplication of normal bacteria in the digestive 
canal. In fact, I have been able to estimate the quantity of 
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microbes, in tliese cases, as oiie-tiiird of the fiecal mass. Tliere 
was an increase of the intestinal alkaloids, since from 12 grammes 
of fiecal matter I was able to remove sufficient alkaloids to esti- 
mate the proportion of it as 15 railligrammes per kilogramme 
of "fiecal mutter. In the urine was also found a quantity of 
alkaloids fifty times greater than the norma! amount. 

That i3 11 ease, therefore, in which, without there having been 
an introdiictioa of meat in n state of fermentation into the 
digestive canal, and without our being able to establish particular 
microbes, tiiere was produced, by tiic multiplication aloue of 
normal bacteria, a considerable increase of one, at least, of the 
toxic substances which the intestine ordinarily receives. I know 
of tlie eircumstanee of three people who were simultaneously 
seized by accidents of the same kind. Breakfasting together, 
they had eaten fish, with a certain distaste, about 10 or 11 in 
the forenoon. At 7 o'clock at niglit one of the three felt indis- 
posed; the other two sat down at table, but fonnd themselves 
attacked, at the time of dessert, by identical symptoms. It was 
a question of an illness consisting of vertigo, prostration, 
vomiting, and diarrhoea. These symptoms were not the result 
of an intoxication, since they only appeared after an incubation 
of eight hours. The diarrhcea was not that which supervenes in 
indigestion and which ceases immediately after the elimination 
of food not digested ; it continued, night and day, during eight 
days, with from eight to fifteen evacuations daily. The patients 
remained, a\i tliis time, iu a semi-sleepy condition. The three 
people are now cured, and for all of them tlje duration of the 
illness was the same. This disease might be attributed, quite 
legitimately, to a putrefaction which had taken place in the 
digestive canal, and to a reproduction of putrid agents which 
had formed poisons. 

We must recognize in these facts something analogous to 
poisoning by sausages, known for a century and a half, — since 
1135. Facts are plentiful. Mulier, in 1869, had collected 263 
observations. Some have sought for the toxic material in the ' 
residue of meat. This research had remained, without any 
result, until Hoppe-Seyler discovered the existence of an al- 
kaloid, but without demonstrating its toxicity. Brouardel and 
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Botmy, more rortuimte, have demonstrated the toxicity of an 
alkaloid which was contained both in the viscera of a woman 
who died, after having eaten some pveaerved goose, and in what 
was left of this goose. This alkaloid presented analogies with 
conicine, but also differences. 

It is certain tliat true intoxication may result from the eating 
of tainted meats. Gaspard and Panura have shown that the 
putrefaction of meat develops a poison capable of inducing 
accidents both serious and fatal. Bnt in these cases the symp- 
toms are quickly developed; they commence half an hour after 
the ingestion of tainted meat. Besides, in a general way, we 
do not eat meat actually putrefied and already capable of intoxi- 
cating by itself. We ingest meat which is only beginning to 
putrefy, in the depths of wliicli microbes are at work determin- 
ing a fermentative process, which goes on, under conditions par- 
ticularly favorable, wlien the tainted food has found its way into 
the digestive tube. The accidents which result from it are 
slowly developed ; they only light up eight to eighteen hours 
after the ingestion of suspected foods. In this period of incu- 
bation no symptom reveals the explosion which is preparing; 
but, once the poison is foi'med, toxic accidents are quickly 
developed. 

Krantzer has related a case of intoxication by sausages. 
Four people had treated themselves to Wiirtemberg sausages 
scarcely sufliciently cooked, for people with delicate tastes 
prefer particularly sausages the superficial part of which alone 
has been influenced by the fire. Out of these four people, one 
remained free from any symptom, the other three were taken ill, 
and one of them died. After an incubation period of eighteen 
hours, the symptoms experienced were almost identical in in- 
tensity ; they consisted in disturbances of sight — strabismus, 
diplopia, ptosis, pupillary dilatation — and paralytic phenomena. 
Injections of pilocarpine which were made did not induce perspira- 
tion. Thus, there is a form of intoxication caused by a poison 
which dilates the pupil and hinders the secretion of sweat, which, 
consequently, is not awanting in analogy to atropine. And yet, 
amongst the putrid alkaloids, there is one which is endowed with 
analogous properties, which I had formerly extracted from the 
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faacal matter of patients the subjects of tj-phoid fever, — a disease 
in the course of wliich intestinal putrefactions are very intense. 

We have just witnessed a small epidemic in a family. We 
have also seen epidemics of a similar nature visit with severity 
a whole locality. The unwholesome flesh of an animal is given 
out for cousumptioo in a village, at the time of a fUe, which 
■draws a great many people there. The incubation of accidents 
having been long amongst the first consumers, the tainted meat 
continues to be distributed amongst the people who have come 
from neighboring villages. These, returned each to his own 
house, are seized with identical troubles, and quite a aeries of 
small epidemics is developed, having for its origin the infection 
caused by the unwholesome meat consumed in the village where 
%\ie fHe had taken place. 

Twelve yenra ago I broke the lance with Lebert in the inter- 
pretation of the epidemic at Andelflngen. Jn the little town in 
Switzerland, a large number of deaths resulted from an intoxi- 
cation due to diseased meat. And yet there was always a slow 
incubation and a long duration, which eliminated the idea of 
intoxication. There was question rather of a disease which de- 
veloped gradually in the individual, and continued after the com- 
plete elimination of the tainted food. In similar cases the sub- 
stances — although healthy — -after ingestion putrefied in their turn. 

Some have thought that this disease was trichinosis or typhoid 
fever. Griesinger was party to tliis last opinion. Lebert, on the 
contrary, was inclined to regard it as an intoxication from tainted 
meat. Having had the documents in Land, I insist upon the long 
duration of the incubation which was observed in the patients. 
It has been shown since that there could not be any question of 
trichinosis.- At the autopsy of some of the people who had 
been at that time ill, and had recovered, made a long time aftei"- 
wai'd, no calcified cysts were found in their muscles. If one 
allies himself with the opinion of Lebert, he can only accept the 
unwholesome meat as having caused the intoxications; the 
accidents can only be explained by the mechanism of infection. 
Why had certain individuals no sign of illness, in spite of the 
fact that they consumed the same meat as those who became ill 
or died? It is probable that they Lad eaten the parts of the 
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tainted meat tliat were the best cooked, — the external parts, — 
where the action of lieat had in part neiitmlized the poison. 

Thus, in the family epidemic of which I have jnst spoken, 
out of four people who ate the same sausage, one remained free 
from accident. This fortunate individual was the apprentice, and 
to whom the masters had given the crnst of the sausage, — a part 
much leas piized by them than the central, but in which microbes 
must have been destroyed by tUe action of heat. The infection 
in the cases which I have just examined is not an infection with- 
out any relation to intoxication, for there is no question of a 
general infection, but of a enrfaoe infection, 
there is at once induced an increase, more 
enormous, of the quantity of infections agent 
the digestive canal ; but, secondarily to infection, there ia, in all 
probability, produced an intoxication. There are infectious 
maladies in which microbes inhabit the blood ; they can subtract 
oxygen from the blood-cella or from emboli in the small vessels. 
There are otiier iufectious diseases wiiere microbes are present 
in certain tissues, and induce therein anatomical lesions. In all 
these cases the symptoms and death are easily explained. But 
there are other infectious diseases where microbes only exist 
upon a mucous surface, where they do not penetrate, and do 
not alter the limiting membrane. How, in these cases of sur- 
face infection, are we to explain the general symptoms and 
death, if it be not by intoxication f Tlie danger as regards the 
organism can only arise from the absorption by it of the toxic 
products secreted by the infectious agents. The small microbes 
form poisons like many large mnsbrooms. 

There are cases in which infection no longer operates in aft 
acute transitory manner, but during several months and years; 
it is the result of habitual putrefactions, of wliich the digestive 
tube is tlie seat, in mauy of the chronic diseases which affect it, 
and which are opposed alike to good digestion as to the healthy 
elaboration of material. This is seen in cancer of the stomach, 
in certain chronic dyspepsias, and in dilatation of tlie stomach. 
Thus, besides the inconveniences which, from a nutrition point 
of view, flow from imperfect digestion and insufficient alimenta- 
tion, we see symptoms and alterations arise which bear witness 
to the chronic deterioration of the organism by intoxication. 
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one poison only — sulphuretted hydrogen — was found in the 
intestine and in all the excreted products : that which is personal 
to me, and in which I have found alkaloids in enormous quan- 
tity in the urine, as well as in the intestine. 

Secondary intoxication can alone explain the fatal accidents 
consecutive to surface infection ; for, if we understand the 
mechanism of death in diseases where the infectious agent is 
spread out in the whole of the organism, in the blood, or in the 
principal viscera, how could life be arrested by a disease in 
which the infectious agent rests on the surface of the mucous 
membrane of the digestive tube, if that infectious agent does 
not form a poison which, being absorbed, diffuses itself through 
the whole economy so as to impregnate the cellular elements or 
to energetically impress the nervous system ? 

There are, besides, cases in which some have been able to 
isolate and define chemically toxic bodies ; Brouardel and 
Boutmy have done so. There are others where the sj^mptoms 
observed bear a remarkable analogy to certain well-known forms 
of poisoning. Ldpine and Daniel MoUifere saw a case of intes- 
tinal obstruction followed by accidents simulating intoxication 
by atropine, with scarlatinal redness, mydriasis, and acceleration 
of the pulse. 

We are now going to approach chronic intoxications having | 
as their point of origin the intestinal tube. They may be ob- ^ 
served in chronic diarrhoea, in cancer of the stomach or intestine, 
in chronic dyspepsia, and, above all, in dilatation of the stomach. 

A 3^ear ago, I brought forward the statistical analysis of 220 
cases of dilatation of the stomach which I had personally ob- 
served. I could bring forward to-day nearly 400 cases, of which 
274 have been seen by me outside of the hospital, and the others 
in my service. When I announced to you, last 3^ear, my views 
upon the consequences of dilatation of the stomach, I had not 
met opponents hy word alone. But at the Medical Society of 
the Hospitals, in the press, and in conversations with confreres, 
I have found incredulity and jesting, which in our country 
always welcome a new announcement. I believe that my oppo- 
nents have passed beyond the question ; that they cannot judge 
otherwise, because they were in want of facts to control my 
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way of viewing it. I do not know wlietlier my opponents Lave 
Bubsequently miiiie tbe control of tbat which I had advanced ; 
bnt I have done it. Some may say, it is true, that ray control 
onght to be held only as a suspicion. And yet, if I am not mis- 
taken, it seems to nie that the denials, which yfeie universal, are 
fewer and less noisy ; they may carry with them divergence of 
opinion as to the frequency of such a fatal concomitant, or of 
disease itself, bnt people no longer deny the existence of it. 

I have said that dilatation of the stomach was neither an 
anatomical curiosity nor a rarity ; that, whilst very frequent in 
the sick, it is relatively nncommon in the healthy; and I have 
myself asked the question whether people who, in appearance, 
are not ill, but stiU have the physical signs of dilatation of the 
stomach, are truly healthy? I have Raid that, generally speak- 
ing, gastric dilatation had existed for a long time before the 
commencement of the disease with which we find it associated, 
and that there is a cause for considering, in a very large number 
of patients, besides the principal disease by which they are 
designated, the other, dilatation of the stomach, which has the 
appearance of being an accessory, and which has, perhaps, pre- 
pared the way for invasion of the first. 

Why has dilatation of the stomach been so little known for 
such a long time past, and yet so frequent ? Because it cannot 
be recognized save by establishing its physical signs ; bnt often- 
est, on examination of the patient, the symptoms of which they 
complain are not of the nature to lead us to search for it. 

Indeed, I can affirm, from an analysis of the facts, that 
dilatation of tiie stomach may exist without inducing anomalous 
sensations, without dyspeptic or gastralgic. symptoms, in two- 
thirds of the cases. It is a disease which, does not announce 
I itself; we know that it passes unperceived. 
' The physical signs which permit of the recognition of d K- 

tation of the stomach can be furnished by difftiei t methods of 
clinical examination. Percussion is difficult a d delicate to 
practice, sometimes insufficient, and is renderel false m its 
results, owing to tympanites of the colon. Succ ss nliii shes 
no certain sign ; it may bring out the noise of fl d n a normal 
stomach, and yet it cannot reveal the extent of the dilatation. 
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I have pointed oat as the best sign the sound of splashing, ' 
already drawn attention to by Choiuel. But it is necessary, in 
order that it should have the whole of its semeiotic value, that 
there should not have been recently the ingestion of any con- 
siderable quantit}' of food capable of producing mechanically a 
fleeting distension ; it is necessary that splashing should be 
detected in a person who is fasting. If 3'ou do not hear it at 
the first stroke, you must not aflirm that the stomach is not 
dilated. It may be flattened and fall flabbily behind the abdom- 
inal wall, like an apron ; but if you introduce one-third of a 
glass of water into a dilated stomach, you will immediately hear 
splashing over a region much greater in extent than in the 
normal state. In the healthy man this phenomenon is never 
perceptible fifteen hours after a meal. I still admit, through 
courtesy, that it is necessary to perceive the splashing below the 
middle of a line drawn from the umbilicus to the point nearest 
to the border of the left costal arch. But, in reality, this line is 
of little importance. Every stomach which is not retracted 
when it is empty is a dilated stomach. Dilatation is not disten- 
sion. A dilated stomach is a stretched stomach the cavity of 
which is apparent only when it is empty, because, though its 
walls then touch each other, it is no longer capable of diminishing 
its own size hy retraction. 

It is not enough to know only that the stomach is dilated ; it 
is necessary to know, in a precise manner, the dimensions of 
this dilated stomach, to know its extreme limit below and its 
extreme limit to the right of the median line, to pursue the 
search after splashing until it disappears from above downward 
and from left to right, and to establish thus its limits by the 
determination of the two lines, traced upon the limits of the 
zone where we observe splashing, — one of these lines being 
horizontal, the other vertical, parallel to the median line and 
situated to the right of this line. 

Is it possible, as some have said, to confound stomachal with 
intestinal splashing? No; this is heard lower down. Besides, 
we proceed to seek it from above downward, and from left to 
right. In addition, it is easy to establish that the arrival of 
water in the stomach is immediately followed by the noise 
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(bruit) of splashing ; water has not had suQicient time to reach 
the colon. I still iusiat upon the necessity of assuring one's self 
of l&e constancy of the phenomenon, which, sought for under 
the same conditions, ought always to be perceived at the same ( 
points. 

If tlie demonstration can be considered as clinically accom- 
plished, it 13 also anatomically. We can cause chopping to 
appear in tiie cadaver, and we delimit the dimensions of the 
area where it ia heard ; we open the abdominal wall, and we can 
courince ourselves that these are indeed the limits of the 
atomach ; afterward, we sew up the wall, and anew we observe 
chopping witliin the same limits. 

Be certnin tliat we do not often give onraelvea the trouble of 
seeking for dilatation of the stomach in tlie exact conditions 
which I have indicated, and still less of measuring it. Yet we 
ought to be able to know exactly the number of centimetres 
which a stomach measures. If there truly exist marked dilata- 
tion of the atomach, such aa I have indicated; if there are 
stomacha which, during several years, reach almoat to the pubis, 
as we have been able to verify theia at the autopsy, it appears 
a priori impossible that such an anomaly could exist without 
disturbance of health. Assuredly, one can have a large atomach 
and not experience dyspeptic troubles, but he ia tlie victim of 
disturbances in the elaboration of food. Men whose stomach 
ia dilated complain of their indisposition as being of very alow 
development; they are, neverthelcas, ill for a long time before 
becoming patients. Their diseases ai-e, therefore, diseases of 
debility, because tlie alimentary material, incompletely digested 
and undergoing putrid fermentation, is no longer aufllcient for 
their nutrition. They are the victims of an insufflcient alimenta- 
tion both because the imperfection of digestion reduces the 
value of assimilable material and because putrid fermentation 
destroys another part of this; for the hydrochloric acid of the 
gastric juice, being too diluted, ia no longer capable of offering 
opposition to the anomalous fermentative actions induced by 
the figured ferments; 

We notice, then, in individuals who present thephj-sical signs 
ofdilatutionof thestomach; 1. Pulmonary phthisis. 2. Chlorosis 
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(Dotli of wliich accompany gastric dilatation, — the first in two- 
tbirda of the cases, the second in fonr-fifths). 3. Nervous or hypo- 
chondriac symptoms. We see men withont energy, who present 
themselves at the hospital because tliey can no longer work, on 
account of physical and mental debility ; we regard them often 
as idlers, if not as hypochondriacs ; we make an error in diag- 
nosis. 4. Lastly, other symptoms, so varied and ao numerous 
that their mention at tirat provokes incredulity. 

I shall not return to the details which I gave last year upon 
this subject- I ought, nevertheless, to make again a brief men- 
tion of them. We meet, amongst patients whose stomach is 
dilated, symptoma directly connected with the digestive tube. 
The appetite is in general preserved ; it may be augmented. The 
most of those who are the subjects of dilatation eat largely. 
Ingestion is not at all painful. But, at the end of two, three, or 
four hours, the stomach is blown out, eructations are produced, 
inodorous at first, then musty, aometimea fetid ; a sensation of 
heavinesaorof heatat theepignatrium; pyrosis; regurgitations, 
whose acid odor demonstrates the reality of the anomalous fer- 
mentations which are going on in the stomach, for the hydro- 
chloric acid has no acid odor. This is due to acetic acid. The 
fieces are generally doughy, stinking, acid; although soft, they 
are expelled slowly, and with pain. Their acidity is due, we 
can assure ourselves, to the predominance of acetic acid; 

The consequence of this development of acid in the whole 
length of the digestive tube is an inflammatory condition. We 
notice catarrh of the stomach, ulcerative gastritis, to which 
patients often succumb after twenty-five years of bad stomach; 
theae are the false cancers, as they are called, or malignant gas- 
tritis without tumor. The large intestine is inflamed ; around 
the fsecal matter are seen glairy secretions and sometimes blood 
(membranous enteritis). 

Besides the phenomena of gas tro- intestinal dyspepsia, there 
exists hepatic congestion. We find, amongst people with dilated 
stomach, a swollen liver, often indolent; sometimes there exists 
an aching in the right hypocliondrium ; sometimes jaundice, 
without colorless stools. This congestion of the liver is of 
short duration, and is modified very rapidly ; it may appear and 
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disappear In two or three days ; it aomelimes, too, pusseB nnno- 
tioed. Of tiie 314 casea which I have obaerved outside the 
hospital, I have found it thirteeu times in 100 ; that is to sny, in 
one-eighth of the cases. 

The knowledge of this teudency to hepatie congestion is 
not without interest, from the point of view of the explanation 
of the vecui'ring jaundice of infants. It also explains, perhaps, 
the ectopia of the riglit kidney, which I liave always seen co- 
incide with a dilatation of the stomach, bnt I can oidy believe 
that this coincidence is accidental. It was made, in 1815, hy 
Bartels. This observer has an opinion different from mine as to 
the bond wliich unites these two facts, — ectopia of the kidney 
and dilatation of the stomach. Bartela believes in the priraary 
displacement of the kidney. The Iddney, says he, falls upon the 
horizontal portal portion of the duodenum and opposes mechani' 
cally the departure of food from the stomach, which thus 
dilates. Bnt if the kidney is displaced primarily, why is it 
( always the right kidney? I say tliat the right kidney is 
dislocated, because it is the liver which pushes it out of its 
place. We do not find ectopia of the right kidney in nil people 
whose stomach is dilated, but only in those whose thorax is the 
seat of a habitual constriction at its base, in women and military 
men. Bartels has recognized this fact. The corset and the 
abdominal band prevent the liver, when it increases in volume, 
from passing in front of the kidney. Thus, if, ten or Bfteen 
times a year, there are produced sudden developments of hepatic 
congestion, we can easily understand how the kidney, pressed 
against, little by little, is displaced consecutively to tlie gradual 
elongation of its vascular attachments. We observe, in all the 
cases of dilatation of the stomach, luxation of the kidney four- 
teen times out of 100. If we consider sex, the frequency is 28 
per cent, iu women and 3 per cent, only in men. Thus, if iii 
women more than one-fourth of the dilatations are attributable 
to luxation of the kidney, dilatation of the stomach ought to be 
in men sensibly less freq^uent than in women. Yet experience 
shows that dilatation of the stomach is at least as frequent in 
men as in women. 

Dilatation of the stomach, on account of the anomalous fer- 
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mentations which are the consequence of it, is accompanied, 
besides, by distant disturbances, many of which form part of the 
clasBioal series of dyspepsias and are considered of the nature 
of reflex. These are first the nervous symptoms of dyspeptics 
{dyspepsia is aceompaDied by dilatation of the stomach in seven- ; 
eighths of the cases). 

Those who are ill are depressed in the morning, on awaken- 
ing; at the end of half an hour they Lave often recovered their 
alacrity. They complain of a painful circle around their head, 
of headache, of feeling very depressed, au uneasy disposition; 
sensibility to cold, insomnia, vertigo, which belong to the history ' 
of all diseases of the stomach ; obscuration of sight, hemiopia, 
diplopia, weakness of the riglit internal muscle of the eye, 
hallucinatious of sight ; partial and fleeting dropsy of the 
limbs, — of an arm or a leg ; contracture of the extremities of 
the bauds, as pointed out by Kiisamanl, Diijardin-Beaumetz, 
Hanot, and Hayem, and of which I have recently met with an 
example. I have seen a patient vrho, at 2 o'clock iu the morn- 
ing, awoke in a start, and in a state of grief, with a contrac- 
ture of the bauds, — a contracture which extended up to the arms 
and the shoulders ; this condition lasted for five weeks. I de- 
tected in her a dilatation of the stomach, and prescribed the ap- , 
pro priftte treatment ; on the Following night slie had not tiie crisis, 
nor had she it on the subsequent evenings, so long as she observed 
the regimen. One day she failed to do so ; the same evening con- 
tracture of the bands re-appeared. It has entirely disappeared 
since, thauks to the continued observance of a better hygiene. 

I have noticed, too, transitory aphasia, and once fatal syn- 
cope, disturbances of vascular innervation, a sensation as if two 
or three Angers were dead, palpitation, flushing of the face two 
or three hours after meals, false angina of the breast, nocturnal 
perspirations {limited to the head, neck, and thorax). I would 
also mention, following Chantemesse and Le Noir, bilateral inter- 
costal neuralgia. 

All these plienomena may be, strictly speaking, regarded as 

reflex. But there are others which arise from the abnormal 

metamorphosis of matter. And, as for these, how are they tq 

be explained if not by intoxication f 
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Besides tUe nervous ayraptoms which are viyhtly or wrongly 
considered reflex, I hnve detected, in people whose stomach is 
dilated, symptoms on the side of tlie general nul7~ilion aiid dis- 
turbance of the emuHCiories. 

I have said that tliey are, in genenil, patients who are chilly ; - 
they have, nevertheless, free perspirations, night and day, and 
after the least exercise, — a wallc on foot upon even ground, or 
after having ascended two flights of stairs. These perspirations 
have a heavy or musty odor, as of mouldy bread, according to 
the statement of some of tlie patients. 

We notiee amongst them eezema tiiirteen times out of one 
hundred, pityriasis in front of the sternum or of the Iiead, 
pityriasis versicolor. 

Urticaria is not uncommon amongst those suffering from 
dilatation. But urticaria, although it does not pass for a dis- 
ease of intoxication, and although it is not frequently noticed 
in the course of infectious diseases, yet it Las arisen, in some 
nnesplaiued way, during indigestion and gastric embarrassment. 
We have seen it follow the ingestion of mussels, certain stale 
Qsh, and various ahell-lish. Are not these all toxic causes ? Urti- 
caria lias often been observed after puncture of hydatid cyst 
of the liver; it lias been attributed, in similar cases, to the intro- 
duction of a part of the fluid of the cyst into tlie peritoneum 
and to its subsequent entrance into the lymphatic channels; it 
would be, even there, a kind of intoxication. It is not correct 
that some should put as tlic cause of it exclusively the action of 
the peritoneum. Whilst chef de clinique, I have seen a young 
girl, the subject of a hydatid cyst, upon whom Behier had ad- 
vised a large opening of the liver to be made by moans of suc- 
cessive cauterizations, after the manner of Rdcamier ; in order to 
bring about adhesion with the abdominal wall, be had, by means 
of Canquoin paste, produced a kind of tunnel into the hepatic 
tissue. He reached a cyst of a size so small that lie thought 
that there were multiple cysts and that he would have to resort 
to puncture, to be made iu the depths of the tunnel. There 
only flowed out a few spoonfuls of a liquid clearly hydatid, in 
which booklets were detected by the microscope. He pushes 
the treatment further, and there is seen to escape a jet of red 
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blood, come from a branch of the portal vein. And yet, the 
only accident after this was a general eruption of urticaria. 
It is evident that penetration of the liquid of the c^'^st took 
place directly into the blood, and that there was here clearly a 
case of toxic urticaria without any intermeddling of the peri- 
toneum. 

Besides, I think that urticaria is often of a toxic nature, like 
other congestive eruptions with vesicles on the skin ; quinine 
eruptions, which may assume the erythematous form ; scarlatinal 
or papular, like a variety of the erythema due to copaiva, or 
like the exanthem of belladonna. 

Amongst certain young girls, we see acne on the temples — on 
the parts about the chin — coincide frequently with dilatation of 
the stomach, as well as acne rosacea, with scarlet redness of the 
nose and cheeks, which develop about two hours after meals, 
and which, for a long time past, have been considered as indica- 
tions of a bad stomach. Are not these cutaneous manifestations 
of toxic origin, like those which often follow the ingestion of 
chloral ? 

I suppose that, as the result of the ingestion of these various 
medicaments, the cutaneous vasomotors are impressed by the 
direct action of the poison, or their disturbance is the result of 
a reflex of the nervous system. Yet, when it is a question of 
morbid secretions, like acne and eczema, it is difficult to admit 
the interference of the nervous system. Would it not be more 
advisable to incriminate .the elimination of fatty volatile acids? 
Whatever may otherwise be the interpretation, the empirical 
fact of the linking on of dilatation of the stomach to a large 
number of cutaneous manifestations remains certain ; it is, 
therefore, a series of links and not an accidental association. 
For a pathogenic explanation I propose to you, for the time 
being, intoxication. 

The mucous membranes, like the cutaneous coverings, serve 
for the elimination of gaseous matters and volatile fatty acids 
arising from abnormal fermentation which has taken place in the 
stomach. The odor of the breath is a witness to their elimination 
by the respiratory mucous membrane. Besides, people who are 
the subjects of dilatation of the stomach catch cold easily, cough 
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habitually; their bronchi secrete mucoQs sputa which are with 
diiflciilty detaoLed, and lead up to dyspmea and rhonchi. I 
havG found eibilant, noisy, rectirreut brouuhitia ten times in 
every one huudred of my actunl statistics (instead of 15 per cent. 
in mystatisticaof last year); dyspureic respiration of paroxysmal 
character, recalling tbe advJ3ut of astbma, four or live timea in 
every one hundred. I have also noticed recurring coryza and 
fi-etjuent sneezing in tbe morning. These, also, I suspect, we 
must ratlier consider the result of the elimination of toxic sub- 
stances than a reflex act. 

On the part of tjje kidneys, there exist important disturb- 
ances. Without speaiting of ectopia, upon which I need not re- 
turn, and whose meclianism is quite peculiar, albuminuria is 
extremely frequent, not oidy as a trace, but in measurably large 
quantities, in the form of a retractile coagulum when tbe action 
of heat is made to follow that of coagulating reagents. 1 liave 
established it seventeen times in one hundred cases in my most 
recent statistics (1 had said 13 percent, for one hundred last 
year). When the condition of the stomach has been relieved 
albuminuria diminishes, or even disappears, to return, however, 
on the least indiscretion of diet. It follows in a line panOlel 
to that of the disease. 

Can we considerthe albuminuria as dyscrasic and arising from 
a vitiation of the general nutrition? Is it the consequence of irri- 
tation, or of inflammation of the renal tissue by toxic substances 
which it is eliminating? I do not undertake the solution of 
these questions. 

Albuminuria is variable as regards its intensity and its per- 
BJstenee; it is most frequently curable. In certain cases it lasts 
for a long time, being tbe sign of a renal lesion. M. Tapret had 
pointed out the bj-iiit de galop in a case in wliich albuminuria 
appeared to be associated with the existence of a dilatation of the 
stomach ; the albuminuria liaving disappeared, the heart ceased to 
beat in accordance with tbe albuminuric rbytlim ; later on, it is 
true, cardiac troubles had returned. I Jiave observed sevei'al 
analogous eases. 

Peptonuria is frequent in dilatation ; I l>elieve I was tlie first 
to draw attention to it. Whilst in the normal state, peptone 
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Cannot be discovered in the blood, either because it has been 
transformed into albumen in its passage through the walls of the 
intestine, or the liver has changed it, or the white blood-cells 
have laid hold of it. In certain people, the subjects of dilated 
stomach, it passes into and remains in the blood, and is dialyzed 
afterward in its passage tlirough the kidneys. 

Let ns now put upon record the modifications of general 
nutrition in people whose stomach is dilated. As a goodly 
number of the organs suffer, it is, therefore, not surprising that 
one should have to note loss of power, diminution of physical 
and moral energy, emaciation in the advanced phases, but often, 
also, lax obesity with pallor, abundant deposit of urates in the 
urine, increase of acidity of the urine, and the appearance of a 
red-wine coloration on the addition of perchloride of iron. 

Inflammation may seize certain of the tissues ; we notice 
phlebitis. I have, twice out of one hundred times, noticed 
spontaneous phlebitis, and I have insisted upon the importance 
of this point, which no longer permits us to accord to sponta- 
neous phlebitis coming on in the course of a chronic dyspepsia 
the signification which Trousseau assigned to it. Purpura, 
which indicates fragility and bad nutrition of the vessels, is met 
with two or three times in every one hundred. 

In short, I ought to recall the existence of modifications of 
the bony tissue in the neighborhood of certain articulations. I 
have insisted upon the frequency of nodosities on the phalango- 
phalangeal articulations of the fingers ; they are formed by 
enlargement of the bases of the second phalanx; in some 
rare cases upon the anterior part of the base are seated two 
lateral nodules, as we see them in the rheumatic nodules of 
Heberden, which are always found at the third articulation. 
We often see the four fingers of the two hands present, simul- 
taneously, these deformities. Nearly always the patients are 
astonished when we call their attention to these ; they consider 
that they have always had them. Sometimes, however, the 
parents know the date, approximately, of their appearance, after 
an absence from home, such as, for instance, their return from 
college. In some people, pains are felt in the joints which have 
become deformed. 
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Sonietiraea other joints may be (Jeformed. I ha.vo noticed, at 
tlienietacarpo-plialangealflrticuliition of the thumb, a swelling and 
pnin. In ciisea mucli more rare, I have noticed pain and swelling 
at tlie level of tiie wrist; we sometimes observe painfnl swellings 
of other joints, and, in particnlar, of tlie internal extremity of 
the clavicle. Out of the whole of tlie observations, I have 
noticed joint dofonnitics twenty-five times in every one hnndred, 
niid in men, taken apart, thirty-two times in one binidred. They 
are susceptible of impi'ovemi-nt, or of lessening if the stomach 
improve. I have seen osciliationa running parallel with this 
conilition. 

Wliiri. can be the meaning of these nodosities? 

Some have said, in opposition to me, that they were the etfect 
of rhenmatism, jnst as dyspepsia is. But, really, there is no 
choice in this of rheumatic deformation. Chronic partial rheu- 
matism afi'ects the knee and the hip ; the nodosities of Heberden 
are seated at the tliird n.rticuhition of the fingers. Asthenic 
prininry gont and deforming rheumatism seize the wrists and 
the plialmigo-phalangeal nrticnlations at once, and only sec- 
ondarily the second articulations. Why do we not see, in 
dilatation of the stom.ach, other joints seized,— the knees and 
metacarpo-phalangeal ? Otherwise, the siibarticular fiigna of 
rheumatism are awanting in those who, having dilatation of the 
stomach, arc, at the same time, the bearers of nodosities on the 
fingers; it is only by a begging of the question that we attribute 
them to arthritism. 

In any case, I maintain the reality of the following empirical 
fact: When you find people whose fingers present, at the level 
of the second articulation, the nodosities of which I have spoken, 
yon will nearly always notice in them the physical signs of dil- 
atation of the stomach. 

We may see no<lositiea situated also at the second joint of tlie 
big toes ; one is rarely led to seek for them in consultation, but, 
seeking them, I have found tliem in some cases. 

Not only m.iy other joints be affected, but the osseous tissue 
itself may suffer, even in the continuity of the long bones. Thus 
may sometimes be explained rachitis and osteomalacia. If in the 
child, r.iehitis, as M. Comby has said, may be one of the con- 
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squencGS of dilatiition of the stomnch, it lias appeared to me in 
Bevei'iil caaes tlint osteomalacia, in the adult, may receive a 
similar interpretation. 

£n resume, it aeems to follow, from tbe existence of 80 
many organic and functional tronbies iu i)eo|)le llie stilijccts of 
(lihitation of the atoraacli, that there is created in the organism 
a special aptitude for the tissues to become inflamed, and for 
perversions of nutrition to arise, from which resnlt fragility of 
some part of tbe tissues and changes in the form of others. 

What has occasioned surprise among many pliyaicianB,-when I 
have pretended to eBtablish a relationship of cause nni.1 efi'ect 
between dilatation of the atomnch and the other gyniptomB 
which are aasociated with it, la the variety of these symptoms, 
which a simple change of form of th:it viacus is incapable of 
explaining to them. Numerous, liowever, nre the local diaeaaes 
which take their bold upon the organism. 

Fora long time past, since Bean and before him, we have known 
how dyspepsias cause an impression upon tlie nervous system, the 
feelings, movements, nerves of the vascular system, and ideation ; 
we hiive admitted that certain nervous symptoms, contracture 
of the extremities, may be induced by gastro-intestiual troiilile. 
Whatever the diaease of the stomach may be, certain functional 
disturbances are auflicient to cause the development of dyspeptic 
coma, wiiich, symptoraatically, is identical with dial>etic coma. 

This coma has been seen in cancer, chronic ulcerative gas- 
tritis, and I have seen it in dilatation of tbe stomach. Jacksch 
and Senator have properly described it. There is, at first, agi- 
tated movement, jactitation; then comes a gradual somnoles- 
cence, I'apidly changing into coma. We notice a singular 
form of dyspnoBa, — twenty or thirty respirations only per min- 
ute, but constituted by a deep and laborious inspiration, with 
great movement of tlie larynx and a moaning, panting expira- 
tion. T!ie temperature is normal ; the pulse small, frequent, and 
compressible. The odor of tbe breath recalls that of chloroform ; 
probahly it is due to tiie same substance as that which is exhaled 
in the breath of diahetios, since we find it in nrine with the 
same chemical reaction. It h^ls, besides, been also noticed in 
leucocythtemia and pernicious anemia. 
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la it astonishing, tlierefore, tluit severe nervous Bymptoms 
aliould be caused by a simple dilatation of tlie stomacli? 

Wbat occurs in tlie chronic gastro-entevitia of infants clue to 
a defective oi' premature alimeutatioii ? At first there appears 
green, acid diarrhcea, which excoriates the buttoclts; then arise 
subsequent phenomena, — fever, cutaneous eruptions (erythema- 
tons, eczematous, and pustular), and, lastly, the peculiar nodosi- 
ties of rachitis. These are, really, sltenitions of the bony tissue, 
induced by a primary disease of the stomacli. 

It has been accepted, but not without difficulty, that, the 
kidney being diseased, there may resnlt from it general disturb- 
ances, — dropsies, nervous accidents, headache, pruritus, deaf^ 
neas, amaurosis, dyspnoea from functional trouble of the heart, 
bat, also, modiflcationa in the structure of the heart; hypertrophy 
of tiie left ventricle with, aa a stethoscophic sign, reduplication 
of the first sound. It has been thoroughly acknowledged, be- 
cause each fact was presented iri an isolated and successive man- 
jier, that all these conditions, so varied, arise from disease of 
the kidney. I believe that, in the same manner with regard to 
dilatation of the stomach, we will come to recognize the fact that 
the accidents so varied which accompany it are really subordi- 
nated to it. 

If I am of this opinion, it is because I represent to myself 
the kidney as an organ with a functional dignity inferior to 
that of the digestive canal ; it eliminates matter without alter- 
ing it; and yet, what disturbances its diseases cause in the 
organism I 

What can it be, therefore, which passes when the stomach ia 
at fault, the functional derangement of which disturbs the whole 
intestine ? How is it possible for its derangement not to afl'eet 
the whole organism ? Think of the physiological importance of 
the digestive tube. It introduces into the organism all the solid 
and liquid material,^all except oxygen, — and, before introducing 
the material, it must elaborate it. It has, therefore, not only to 
play the part of an emunctory, but its functional derangement 
must vitiate part of the emunctory apparatus and the celts of 
all the organism. 

Some people are willing to admit the reality of the symp- 
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tomatic grouping which I have indicated, but they do not con- 
sider that all the associated symptoms may be subordinated to 
the stomach; tliere would be links established between them and 
it, but no subordination. As in certain cases of dilatation we 
find re-united several symptoms which recall arthritism, nodosi- 
ties of joints, migraine, neuralgias, sibilant bronchitis, eczema, 
and as arthritism determines dyspepsia accompanied by a cer- 
tain degree of laxity of the stomach, we are forced to rely upon 
this coincidence, so as to say that dilatation of the stomach is 
onl}'^ one of the consequences of arthritism, like the other 
symptoms of which I have just spoken. 

But this assemblage of sj'mptoms of an arthritic nature is 
only the small coin, as it were, of arthritism I They are dis- 
orders which may arise outside, of the arthritism ; they are not 
the grand, fundamental signs of the diathesis; it is, so to speak, 
arthritis minor. We have in this enumeration met with neither 
diabetes nor gout. These are two diseases which are not met 
with outside of arthritism ; on the contrary, dilatation of the 
stomach is rare amongst diabetics and the gouty. They may, 
nevertheless, arise in such by way of dj^spepsia, should they be 
dyspeptic, and yet great eaters ; for they accumulate one meal 
upon the preceding one not digested; they thus take meals 
irregularly, and in too great quantity. I do not say that arthri- 
tism is not concerned as a predisponent in the pathogenesis of 
certain dilatations of the stomach. But there is another influ- 
ence, the direct heredity of this organic disposition. We very 
often see a mother and her four children the subjects of dilata- 
tion. Is it because they live in common and in the same manner, 
and undergo the same hygienic trials ? No ; it is that there are 
families in whom the stomachs have a congenital tendency to 
undergo dilatation. 

In a ward in the hospital, out of ten patients taken at ran- 
dom, you will find three with dilatation. This frequency of 
dilatation in the class of people attending hospital, and which is 
less predisposed to arthritism, agrees little with the opinion 
which would see in dilatation of the stomach an affection of an 
arthritic nature. It is true that, in our time, men of the work- 
ing class have borrowed from the governing classes a certain 
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number of tUeii faults and vices of hygiene. But I liave littla 
hope in convincing tiie generation to wliicli I lielong. Wliea 
one iins tnlcen up a certiiin line of study be does not care to 
leave it to undertake anotlier. I uddresa myself, tlierefore, 
cliietlj' to those who are now receiving their education, and I 
ask tliem to nflli'm my &tn.teinent9. It is not by immediate dis- 
cussion tluit one can settle such questious, but only by facta. 
And yet, amongst those wlio attack niy nuiiinev of viewing them, 
liow many of them are there who have ever thought of seeking for 
dilatation of tlie stomacb amongst all patients ? Amongst those 
who may wisii to do so, how many of tiiem know liow to do it? 
And, amongst those who can seek for the existence of a dilata- 
tion, how few are preoccupied with the greatness of the 
question? If we now examine under wbat appearances dilata- 
tion of the stomach is presented to us, we are Jed to recognize 
several clinical types of it. 

There exists a latent form ; it is tlie most frequent, since it 
constitutes two-thirds of the cases. No abnormal sensation is 
complained of by tlie patient; no functional trouble is revealed 
on his being interi-ogated. Only a careful examination of all 
the organs can alone enable us to recognize the pliysieal signs 
of dilatatiou of the stomach. In the dyspeptic form, the 
patient complaius of pains, of slowness of digestion, and often 
of constipation. The hejxtlic/orm is constituted by congestion 
of the liver, which shows itself by increased size in the volume of 
this organ and sensation of weight in the right Uypochondi'inm. 
It is sometimes accompanied by jaundice, and frequently appears 
in young subjects, which is, perhaps, the explanation of the 
chronic jaundice of infancy. 

There exists a form which simulates biliary lithiasis ; pseudo- 
gastraigic pains, which are often really gastralgic, show tliem- 
selves slowly, when intestinal digestion commences. Owing to 
the hydrochloric acid being deficient, acetic acid is produced in 
excess, and irritates the mucosa of the intestinal tract. We 
should include movable kidney rather in the renal form,nllliough 
it depends upon repeated congestions of the liver. 

To the neiirosal type belong vertigoes, depression in the 
mornings, migraine, vascular spasms of the fingers, spinal irrita- 
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tion, cerebro-cardiac neurosis, hj'pochondriasis, contractures of 
the extremities. 

The cardiac form includes palpitations, breathlessness, beat- 
ing in the temples, redness of the face, cardiac anguish, and 
false angina pectoris. 

The asthmatic form^ or bronchitic, is that in which coryza is 
frequent; in which glutinous expectoration, occluding the 
bronchial tubes, provokes laborious cough with sibilant sounds, 
which disappear when the patient has succeeded in expelling 
it. 

The renal form it is very important to recognize. When we 
have established in a person an albuminuria which is not the 
transitory albuminuria of fever, and when we are undecided be- 
tween the hypothesis of a lesion of the kidney and that of a car- 
diac affection, it is necessary to think that this albuminuria may 
be of dyspeptic and stomach origin, since seventeen times in 
every one hundred albuminuria co-exists with dilated stomach. 
Simultaneously, the same accidents may exist as those which 
are under the dependence of other albuminurias, — cardiac hyper- 
trophy, for example. 

Under the name of the cutaneous form we may include 
urticaria, acne rosacea, and certain circumscribed eczemas, etc. 

The rheumatismal fo7'm, although the word may be defective, 
is characterized by the predominance of joint manifestations, 
which at once attract the attention, and which are often wrongly 
looked upon as chronic rheumatism. To this form phlebitis is, 
perhaps, attached. I have seen this amongst medical men who 
had dilatation of the stomach and who considered themselves 
the subjects of rheumatismal phlebitis. 

Lastly, there is occasion to admit an acute or chronic con- 
sumptive type. In the acute consumptive type the patient has 
always suffered in his stomach for ten or fifteen years, then he 
rapidly feels himself thoroughly exhausted, and soon after he is 
no longer able to leave his room, — not even his bed. The ph}'- 
sician, finding no organic lesion, calls the case one of nervous 
fever. To the chronic consumptive type belongs the case of so 
many patients who in the hospitals pass either for idlers or 
hypochondriacs. 
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We could multiply these types, but around these ten may be 
grouped all the other symptoms. We must still remember the 
fact that dilatation of the stomach renders the economy more' 
vulnerable, and opens the door to diseases of debility. Chlorosis 
amongst young girls and pulmonary phthisis are often induced 
by dilatation of the stomach. This latter exists in two-thirds 
of the tubercular, and, if we have sought for it early enough, we 
can convince ourselves that the physical signs of dilatation 
have sometimes for long preceded the first symptoms that may 
be regarded as the premonitions of tuberculosis. 

I am, therefore, fully of the opinion that dilatation of the 
stomach is the outcome of a veritable acquired diathesis, — a 
morbid disposition due to a disturbance of the general nutrition. 
Do we not see it, for example, induce alterations in the skeleton 
in the same way as that to which we attribute the production of 
rachitis? If it is true that in rickets it' may be the formation 
of lactic acid in excess which hinders the calcification of the 
bones, in patients attacked with dilatation of the stomach the 
formation in the digestive tube and the absorption of acetic acid 
in excessive quantity perhaps explain the nodosities on the 
fingers. I have even seen osteomalacia produced ; at least, the 
bones were painful at the level of the ribs, joints, femur, and 
pelvis. I have seen the pain increase by standing so as to render 
walking impossible. 



LECTURE XIX. 

Dilatation of tub Stomach — Etiology, Pathogenesis, and 

Therapeusis. 

Causes of dilatation of the stomach. Hygienic causes : excessive, permanent, 
or too frequent distension of the stomach, in consequence of bad alimentary 
hygiene. Pathological causes : catarrhal or interstitial inflammations ; me- 
chanical obstacles to the evacuation of the contents of the stomach. Physio- 
logical causes : insufficient innervation ; congenital or acquired debility of 
the muscular tunic ; reciprocal relations between typhoid fever and dilatation 
of the stomach ; predisposition of those suffering from dilatation to contract 

typhoid fever. Therapeutics based upon the knowledge of causes. General 

stimulants. Alimentary hygiene. Regularity and infrequency of meals. Sub- 
stantial alimentation in small volume. Choice of foods. The unsuitableness 
•of alcoholic drinks and of everything which keeps up excessive fermentation 
in the stomach. Why insufficiently-baked bread is not easily digested. Re- 
cent researches upon the fermentation of bread. Necessity for reducing 

the quantity of drink. How the dietary which I propose for dilatation of 
the stomach is not simply the dry regimen proposed by Chomel for dyspep- 
sia due to the use of liquids. Milk food as the preparatory regimen in the 

cure of dilatation. Mixed regimen of eggs and milk. Regimen of infre- 
quent and complete meals. Nutritive enemata. Antiseptic medica- 
tion as an auxiliary to the dietetic regimen : chloroform-water, hydrochloric 
lemonade. Indications for washing out the stomach. Treatment of pyrosis 

and of ulcerative gastritis. Advantageous result of the above-mentioned 

regimen : rapid disappearance of the most disturbing and most painful 
symptoms. Necessity for lengthened continuation of treatment, in order 
to arrive at a complete cure, which is not always possible. 

In order to place before you again, in a few words, all the 
knowledge we have accumulated upon intoxication of intestinal 
origin, I recall to you that, after having demonstrated their reality, 
I have shown }■ ou how intoxication may be the result of normal 
fermentation, if the kidney is diseased, and how, with a healthy 
kidney, intoxication may be produced by abnormal fermentation. 
Afterward, I have proved to you that intoxication of intestinal 
origin, from abnormal fermentation, may show itself in either 
the acute or chronic state. The time has now come for consid- 
ering the therapeutics of this intoxication. I ought already to 
have dealt with, in a summary manner, intestinal antisepsis, 

(HS) 
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liaviDg been nlmost of necessity led to it, in oi'derto interpret 
uriemia anil to study its tlierapeiiticB. I am now led to undertake 
tliia question, wljilst studying the treatment of intoxication 
from ohronic dyspepsia ; tUat is to say, chiefly from dilatation of 
tUe atomftcU. But all the treatment of chronic intoxication 
of digestive origin does not lie in inteatiual antisepsis. It is 
not sufficient to neutmlize or to delay fernieutsitiona. Without 
neglecting the employment of charcoal, which fixes the products 
of putrefaction, of iodoform, and of naphthalin, which prevent 
these from developing, it is necessary to address ourselves to 
tlie physiological actions of the organism, in order to correct 
the functional disturbances of the digestive canal. 

We ought, if we can, to act upon the disease wbich leads to 
■ fermentation in the digestive canal by referring to its causes, or 
to what is predominant in chronic dyspepsias, — that is, dilatation 
of the stomach. In eight cases of dyspepsia we Qnd seven 
times an exaggerated disteuaioa of the stomach with an impos- 
sibility of retraction. The causes of this excessive, permanent 
distension are numerous. Some arise from faulty alimentary 
hygiene. Excessive distension, too often repeated and pro- 
louged, leads np, more or less rapidly, to a forced condition of 
stomach. Individuals who eat too much or drink too often 
dilate their stomach, hut other hygienic errors lead to the same 
result. To eat too quickly, when we come to table with an 
excessive appetite, due to irregularity in our meals, is hurtful, 
for a very line mechanical division of food is indispensable for 
its digestion. Irregularity of meals has also for its conse- 
quence the leaving of only too short an interval between certain 
meals. A meal is then introduced into the stomach, which still 
contains p.irt of the preceding one. Tliese are all bad hygienic 
habits, which mechanically engender dilatation of the stomach. 
Other causes may also be in operation, snch as bad teeth, which 
prevent good mastication. 

We can remedy all these causes in the premonitory period, 
hut when the stomach is thus forced, what then? You will bo 
able to advise a certain number of palliative measures, which 
will only bring to the patient a minimum of help, if you do not 
seek in the minute analysis of the elements of the morbid state 
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tUose which therapeutics could attack with the greatest ehancea 
of success. 

Mechitnical distension sometimes follows from pathological 
causes, — from an autocedeut dyspepsia having determiued 
habitually too long lucatiou of food in the stomach; from & 
chronic catarrh of the mucous momhraiie, preventing physio- 
logical secretion; cancerous or cicatricial constrictions of the 
pylorus. The puckered cicatrix of o cured nicer of the pylortia 
may progressively lead up, ill quite a mechanical manner, to 
distension of the stomach, where digestion, nevertheless, is 
noi-mal in operation. We may attribute a large share in the 
pathogenesis to debility of the muscular wall. General nervous 
debility — that state of irritable debility and neurasthenia which 
exists amongst hysterical people and in atasics — causes yario' 
lions in the energy of the centra! nervous system, whence there 
results distension ; but this ia rarely permanent. We notice, too, 
an intermittent distension in exophthalmic goitre, in convales- 
cence fromseriou3afreclions,an;er grief, prolonged indisposition, 
sad mental preoccupation. All these distensions have not yet 
become dilatation, but may end iu it. It is also necessary to 
take cognizance of the radical debility of such and such a' tissue 
in certain people, in consequence of which, in the pathogenesis 
of dilatation of the stomach, there is occasion given for the 
influcuce of heredity. It is certain that in the same family dila- 
tation of the stomach exists amongst several individuals, without 
our being able to call to our aid, in onler to explain it, a group 
of hj-gienic defects. It may be said of the stomach, as of the 
scrotum, which is habitually retracted in certain people, that there 
ia a weak condition in some, owing to a natural muscular debility. 

Lastly, debility of the muscular wall of tlie stomach may be 
the result of a morbid degeneration. The study of degenera- 
tions of the muscular wall iias been made in the intestine by 
Blascbko, Saaaky, Notlinogel, and Schleimpflug. They have seen 
atrophy to be the result of fatty degeneration of the muscular 
tunic itself, consecutive to inflammatory alfeotions of the mucous 
membrane, to intemperance, or to habitual alcoholic intoxica- 
tion, to lesions of the intestinal and central nervous system, 
and, lastly, to infectious diseases. 
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These causes are probably attributaljle to debility of tbo 
gastric mtiacular wall. After typhoid fever it is developed; 
ofteiier it ariBea at the beginning and even before the commence- 
ment of the disease. It is not rare that typhoid fever is devel- 
oped in people wlioae stomach haa already been dilated. I have 
seen, in the course of tliese two last years, twelve cases of 
typhoid fever in my practice at the hospital; that is to say, 
coming on in patients under treatment for another illness, twelve 
times was there question of patients the subject of dilatation of 
the stomach. We might ask the question, wliether dilatation 
had not prepared the way for the introduction of tlie infections 
agent? I content myself, for the moment, by an empirical 
statement of the fact. The largest number of patients wliom we 
treat in the hospitals for typhoid fever cany nodosities on tlie 
Becond articulations, which prove that dilatation was the 
primary. 

If these, therefore, are the varied causeB which may take 
part in dilatation of the stomach, what resources may their 
knowledge furnish us with for their therapeutics? Nothing of 
consequeuee, save two things. If there exist habitually a con- 
dition of primary dyspepsia, aggravated recently, it will be 
advisable to combat this dyspeptic state, in order to allow 
the stomach to become retracted. If the nervous system should 
increase the retractility of what remains of healthy muscular 
fibres, general stimulants can indirectly give advantageous 
results; they will not cure, but they will aid in the cure. We 
may stimulate directly the nerve terminations in the gastric wall 
by simple bitters and astringent bitters. We may give attention 
to the general nervous system in its cutaneous and peripheral 
expansions; we may prescribe dry or aromatic friction, change 
of air, high altitudes, sea-air. It ia necessary to remove all 
care, preoccupation, and to procure distraction by traveling 
and pleasurable occupation. Distraction is particularly neces- 
sary during meals, which it is well to take in pleasant company. 
These are small measures, but their utility is beyond qnestion. 
We might derive benefit from the cold or hot douche, or the 
shower bath, with ordinary water, or that containing sulphur or 
saline material. We need not ask how a cutaneous douche 



PRINCIPLES OF ALIMENTARY HYGIENE. 177 

revives the stomach ; it is simply a question of improving function. 
With a bad tool a workman may do pretty good work. Sulphur- 
ous and saline baths, sea-baths, cold baths, and baths of Plom- 
bieres may be useful. I can scarcely believe in the favorable 
influence of electricity, in spite of the results of which some 
have made a great noise. They publish at first the successful 
cases, and they forget to mention the others. Inhalations of 
oxygen sometimes answer well ; these improve the appetite and 
stimulate digestion. 

Lastly and chiefly, we must pay attention to alimentary 
hygiene. This includes the whole of the means which cause 
digestion to be rapid, and which thus prevent a protracted stay 
of food in the stomach. We may put it in the following axiom : 
it is necessary that the stomach should be distended the least pos- 
sible, least often, and for the shortest time possible. We must first 
masticate well ; consequently, certain buccal preparations are 
sometimes necessary. We must eat slowly, and without mental 
worry. It is necessary to abstain altogether from work immedi- 
ately after meals. Fatiguing work is bad, even if it is physical 
work; what is useful is no longer repose, but muscular activity 
in the open air, without it being pushed to the extent of fatigue. 

There must be neither eating nor drinking between meals. 
The mealB must be widely separated from each other. To eat 
once a day is impossible. If we only make two meals, should 
these be separated by twelve hours ? No ; the needs of the 
organism are much less during the period given up to repose. 
We must allow nine hours between the two meals as the interval 
by day, and fifteen hours as the interval by night. This infre- 
quency of meals is sometimes suflScient to cause heartburn to 
disappear and the sensations of heat, and to arrest the emacia- 
tion of patients who should moderate their appetite in order to 
prevent their pains. As a rule, we must allow to patients three 
meals per diem, with an interval of eight hours between the two 
principal ones and four hours between the first and second. 
We must make exception for growing children. The hours 
should be, for example, 7.30 and 11.30 in the forenoon, and 7.30 
in the evening. In the cases where this interval is not suflScient 
for the digestion of the preceding meal to be completed, it will 
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be necessary to proceed with the iirtificial evacuation of the 
Btomacli. 

The meals ought not to be copious, but BubBtHUtial. It is 
advisable to suppress uU tli:it is uimecessary ami imule witli 
■water, — consequently, liquid foods. Yet it is Jiecesaary to 
give sufficient, and even a little more, because t!ie orgauism 
may be obliged to eliminate an excess of solid iufi,terial by tbe 
urine, wUicb can only be doue by the help of a deteriiiiiied 
quantity of water. We must never expose ourselves to the 
attempt to reach the limit on tbis side of which urinary depura- 
tion might be prevented. "We would not allow liquids at other 
than meal-times; 375 grammes of drink at each loeal, or three- 
fourths of a, litre in twenty-four hours, oiigbt, in h general way, 
to be sufficient. 

As digestion requires that tbe foods should be not only 
softened, but penetrated by the gastric juice, they must not be 
fatty. The stomach is not called upon to digest fat, but tbe 
latter might prevent the stomach from digesting what it onght, 
by preventing the hydrochloric acid of the gastric juice from 
softening, peueti-ating, and bydratiug meat and other alimentary 
substances. It is better still to have the fat emulsionized, as iu 
milk. The food ought to be as much divided as possible; we 
must, tberefore, prescribe food easy of mastication, — not hard 
food, but cold or very well cooked meat and boiled fish. It is 
necessary to avoid, as much as possible, every thing Ibnt may have 
a tendency to undergo fermentation, — alcohol, which fnrnisboa 
acetic acid, acid substances, and certain parts of bread. Wine 
is certainly unfavorable, especially red wine, and, above ftll,pnre 
red wine. But pure water is distasteful to certain people, and, 
as they no longer buve any appetite, they lose weight if they are 
submitted to this regimen. In order to give the least amount of 
alcohol possible, we mnst advise to be added to wiitcr one-fourtb 
of wliito wine, one-third of lieer, or a tenBpoonfnl of brandy. 

Bread is generally badly borne by dyspeptics, but rice, 
barley, oatmeal, and unfcrmented pastes are allowed. As re- 
gards broad, we may allow only the crust or grated crumb. 
The reason for this restriction is this; Bakiiig, having inter- 
rupted the fermentation of tbe dough, has not stopped it alto- 
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gether ; consequently, this fermentation re-appetirs when moisture 
and temperature are again favorable to it. In thoroughly-baked 
bread fermentation is, on the contrary, entirely stop[)ed. What, 
then, is this fermentation of bread ? The idea generally adopted 
on the subject is that which was clearly defined by Graham. In 
the presence of cerealin (diastase) starch is broken up into 
maltose and dextrin. Maltose, under the influence of saccharo- 
myces minor, forms two sugars, — dextrose and Jsevulose. The 
two sugars, under the influence of the saccharomyces, ferment, 
producing alcohol and carbonic acid, which cause the bread to 
rise. 

M. Duclaux, who has accepted this theory in principle, denies, 
moreover, the existence of alcohol in this fermentation. The 
question has been taken up again by M. Chicandart. The result 
of his researches is that, in dough in process of fermentation, we 
do not find either soluble starch or dextrin. The first part, 
therefore, of the theory of Graham falls. We do not find in it 
more sugar than in flour. We do not find alcohol either, but 
in the fermented dough there exist acetic and butyric acids, 
supposing we only employ gluten without starch, and lactic 
acid with pure gluten. We also find leucin, tyrosin, phenol; 
that is to say, the products of the fermentation of a nitrogenous 
substance. 

What undergoes fermentation in dough is, therefore, the glu- 
ten, which gives birth to the products of acetic fermentation in 
the presence of a bacterium, — the bacillus glutinis. But this 
resists the temperature to which the centre of the crumb is 
found to be carried during cooking; and it may, therefore, carry 
on in the stomach acetic fermentation. By the knowledge of 
these facts is explained the usefulness of unfermented and grated 
brfead in the feeding of dyspeptics. 

After having laid down the general rules for a dietary which 
has for its aim the attainment successively of functional ameli- 
oration, then the anatomical restoration of a digestive canal 
deteriorated by dilatation of the stomach, I proceed to state 
precisely the concrete formula of the regimen. 

I remind you that meals ought to be taken at regular hours ; 
that, if it is possible to obtain consent from patients for only 
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two Doesila in twenty-four lionra, these ought to be separated by 
an interval of Dine hoiire; but that, as during the greater part 
of the time tliree meals are necessary, the intenals ought to be 
four lionva between the hrst and second and eight hours between 
the second and tliii'd. Tims, tbe first meal will be taken, for 
example, at 1.30 in the morning, tlie second iit 11.30, and the 
tliiivl at 7.30 in the evening, 

Tlie patients onght to take nothing between ineala, and 
should strongly resist any impulses of hunger or tliirst, wlien 
even this resistance would cause tliem suffering, and in spite of 
the momentary relief which satisfaction of tliese desires would 
appear to give them. We will frequently secure from patients 
this difficult resignation when we have clearly made tliem under- 
stand tlie necessity, and wJieii wc have dazzled them with the 
hope of a detinite and absolute cure. Meals should be taken 
slowly, and mastication ehonid be alow enough to reduce the 
aliments into pulp. 

It is necessary to insist upon the prohibition of liquid ali- 
ments which dilute the gastric juice, and of fats which remove 
from the action of this juice the solid alimentary substances, and 
to insist, also, upon the advisability of eating only a little bread. 

The early breakfast sliould not be abundant : an egg, cooked 
fi'uits, or marmalade, — neither bread nor drinlis. At the second 
meal there should be cold meats (well cooked), hot meats (but 
broiled in preference to underdone roasts), meat-soups, boiled 
fish, eggs lightly cooked, eggs prepai-ed in milk, milk in some 
way solidifled, paste {e.g., vermicelli) ; rice prepared in milk, or 
in soup, or with the juice of meat; vegetnble-aonps (considered, 
wrongly, as increasing flatulent dyspepsin), cheese, compfltes of 
fruit. Of fresh fruits these only will bo allowed: strawberries, 
peaches, and grapes. I do not know why they are better digested 
than other fruits by dyspeptics, but I indicate the fact to you as 
the result of experience. Other fruits should only be allowed 
cooked. 

The important advice as regards drinks is resumed in the 
instruction not to drink at the fii'st meal nor between meals, and 
not to drink at any of the two principal inenls more than a glass 
and a half, each glass containing 250 grammes (^ litre). In the 
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siimmer-tiine, for patients who perspire profusely, we would 
moderate, somewhat, the rule, in order to make some compensa- 
tion for the loss of liquid. Drink should be, by preference, pure 
water; alcohol ought to be avoided, because it ^ives rise to 
acetic acid. But, our habits being repugnant to the use of pure 
water, we would advise the addition to the water of one-third 
beer or one-fourth of white wine ; we would reject red wine, 
which contains too much alcohol and tannin, also the infusion 
of tea. 

It has been wrongly stated that the regimen, thus formulated, 
was the dry regimen already laid down by Chomel. But the 
whole regimen, according to Chomel, was limited to the sup- 
pression of liquids. Mine proposes to satisfy three indications ; 
to obtain these gastric distension should be slight, infrequent, 
and of short duration. 

In order to bring about the first, I am willing to give sufficient 
alimentation in the smallest volume possible. I moderate the 
employment of water, both because it occupies space and dilutes 
the gastric juice. Chomel has seen dyspepsia from liquids 
which is real and which may coincide with certain cases of dila- 
tation of the stomach, but. not with all; the dyspepsia of liquids 
is not dilatation of the stomach. 

The second indication requires that the meals should be 
infrequent. 

The third is fulfilled by the employment of solid foods, easy 
to digest and very finely divided, in order that the surface of 
digestion may be increased. I exclude aliments easily trans- 
formable into acetic acid ; that is why I reduce alcohol to a 
minimum ; and I suppress bread, which I only allow transformed 
into crust or toasted. 

This regimen, such as I have just formulated, presupposes 
that there is still great digestive power. lu a certain number 
of cases, neither meat nor farinaceous vegetables are digested. 
What is to be chosen, then, the dry regimen? No; but milk 
diet, on condition of instituting it according to the precepts 
laid down by Cruveilhier for the treatment of ulcer of the 
stomach, in frequent doses and in small quantities, in order that 
its digestion may be rapid and complete. Milk diet is a prepar- 
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atory regimen. We should begin witli tlie quantity strictly 
necessary to prevent tieteri oration of the organism, — 1 table- 
spoonfiil every two hours, if it is sidvisable ; then 1 litre daily 
in ten equal doses; that is to say, 100 grammes every two 
hours, — from 6 or 1 o'clock in the morning to 10 or 11 o'clock 
at night, — nine doses iu the day; one during the night. By 
increasing progressively each dose, we reach 2 litres in the 
twenty-fonr hours, which are sufficient for the eusteiiauce of any 
man. Lastly, 2J litres, in ten doses of 250 grammes, should not 
be exceeded. And then we should proceed, by insensible transi- 
tion, to mixed diet. We add, first, a yelk of an egg to one of the 
cupa of milk, then to several, which brings us up to ten yelka 
of eggs. At this period we would replace, at 10 o'clock in the 
morning, the cup of luiik by rice-soup, barley, oats, oatmeal, or 
paste, but supjiressing the cup at midday, in order to allow the 
stomach four hours to digest the soup. In the evening the 
same substitution should be made at 6 o'clock. After a week 
of these two light lueals, suppressing four cupfnls of milk, we 
can then add a whole egg to the soup ; then fish or cold fowl at 
the morning meal, and at that of the evening clear soup of 
potatoes. From this time onward we may boldly approach the 
diet of two complete meals in the twenty-four hours; then we 
may alternately add, if necessary, the small, supplementary meal 
of the morning. 

Sometimes from the first it may be necessary to maintain the 
patient a little more, if bis weakness is excessive, or to beguile 
his thirst. Wc may have recourse to alimentary drinks or to 
nutritive enemata. We may employ aqueous solutions of pep- 
tones, properly prepared, which we now find procurable in 
France, and which have nothing in common with the products 
falsely sold for a long time under this designation. Or shall we 
be obliged to have recourse to alimentary powders (to meat 
powder), which have l>een of signal service in certain diseases 
in which it was necessary to maintnin nutrition ? I do not think 
so. They have, doubtless, tlie advantage of being very finely 
divided, but they remain difficult of digestion, because they nau- 
seate. We cannot dispense with the part which the nervous 
system plays in the cure of the diseases of the stomach; the 
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patient wUo swallows witii dislike does not digest. It would b 
better, in case of need, to allow any 6no pulp of cooked meat. 

lu order to prevent the excessive feriueiitiitioii whioli diktat 
tiou of the stomach favors, we should have recourse to the auti- 
septic method. Many antiseptics are at our disposal. Creasote 
(which has been employed for more than thirty years, in ncid I 
dyspepsias pai'ticularly), iodoform, and uaplifchuliii fail, very 1 
often, because they spoil the appetite; salicylic acid, in a siif- j 
ficieiit dose to be truly antiseptic, induces nervous derange- 
ments; salicylate of bismuth, less soluble, is also less active. 
Ciiloro form-water is better; oxygenized water is good; but what I 
is better still is hydrochloric acid, whicii prevents anomalous J 
fermentations and aids physiological digestion. No fermenta- y 
tion is possible in a liquid which contains for every 1000 parts 
1.10 grammes of anhydrous hydrochloric acid, equivalent to 3.3( 
grammes of the fuming hydrochloric acid of commerce. The ] 
liquor which I employ ia a solution with this formula : — 



It is, generally speaking, neitlier disagreeable nor irritating. I 
It is a little painful to some patients, — cancerous particularly, or | 
those who ha%'e ulcerations lying upon the great curvature. We 1 
may give it at one meal, only in tiie dose of a few mouthfuls dur- 
ing the course of the meal, or a glassful at tlie end of it. We 
may give as ranch as 750 grammes of the solution apart from 
the meals. When digestion is not terminated three or four 
hours after the meal, we must come to tlie aid of the stomach 
by replacing its exhausted secretions. As a help, I ought to 
speak of the practice of washing-out, so much in vogue for the 
last few years. It has given satisfaction on the o!d erroneons 
idea that fluids whicli have accumulated in the stomach ought to | 
be removed. The real service which it rendei-a is, to free the 
stomach of the remains of previous digestions not attacked by 
the gastric juice and undergoing putrefaction. 

Washing out the stomach does not cure dilatation, it can 
only relieve some of its consequences ; and as for its advantages, 
these are accompanied by certain inconveniences, — e.y.,the dim- 
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iiiutiuii of tlie apjiGtite nnd of digestion, and, in con sequence, 
increase of etrnicintion. Nererthelesa, it is a necessary method 
under certain circumstances. We ought to Iny it down as a 
principle that we should never introduce an ndditional meal into , 
the atomacb wlien the previous one has not been digested. Five 
hours nfter iugestton the preseuce of food in the stomach is 
pnthological, and from the sixth hour onward there will o< 
in tiiia alimentary mass anomalous fermentation. Beyond the 
seventh hour the alimentary rti^idiie will undergo exclusively 
acid or putrid fermentation. When, therefore, rational sign 
exploratory catlietevization shall have established stagnation of 
tlie alimentary residue in the stomach, there will be formal 
reasons for evacuating it. Then we can leave the stomach to '■ 
rest for two hours, to recover' itself, so to speak. Patients ' 
undergoing lavage ought to have only two meals per diem, 
the same time you should make antisepsis; but, in order to • 
attain this end, no liquid is necessary. We cannot introduce 
hydrochloric acid into an empty stomach, especially as, in these 
cases of putrid stagnation, there exists already gpon the greater 
curvature punctated liiemorrhagea and ulceration of the mncons , 
membrane. But there is no inconvenience whatever in in 
dncing iodoform (in pillj, creasote, or nitrate of silver, which ' 
may be useful in overcoming pyrosis. This extremely painful 1 
symptom yields too, generally speaking, after a few days of [ 
regimen, without tiie employment of medicines. 

When pain ia snch that, in spite of the stoicism which yon . 
would like to inspire in your patient, it is necessary to intervene ) 
to give him immediate relief, we can neutralize the corrosive I 
acids which cause such great pain by means of sodium bicarbo- J 
nate, prepared chalk, calcined magnesia, charcoal, to all of 
which may be ndiled a small quantity of opium or combined • 
with chloroform-water, which relieves pain and checks fermenta- J 
tion ; finally, cocaine may render some service in diminishing i 
the sensibility of the mucous membrane. When ulceration of ' 
the stomach supervenes, the thei-apeutic indications are thoBe.l 
laid down by Cruveilhier. The patieut is then ju a grave con- J 
dition, having reached a very advanced stage of the illness. 

In making an abstract of the cases in which patients come 1 
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to you only in the last stages of their illness, you will derive 
great benefit always from the dietetic and therapeutic rules 
which I have just laid down. You will sometimes see patients 
who have suffered for ten ^ears lose their suffering at the end 
of two days, and declare themselves cured at the end of three 
weeks. Remember that this is not even an apparent cure, and 
that all the symptoms will re-appear on the day following that 
on which the regimen has been abandoned. 

At the end of what time, then, can we hope for a cure? In 
the case of certain stomachs, dilated from the period of infancy, 
cure will never be realized ; but, thanks to the permanence of 
the treatment, we can overcome the anatomical imperfection of 
the organ. The largest number of patients can, nevertheless, 
be cured, but not in less than two years ; and these cures are 
easily broken. Long before the cure of the gastric symptoms 
you will, fortunately, have the satisfaction of seeing disappear 
the superadded diseases, unless phthisis is part of the morbid 
process and the mushroom bacillus has developed upon the 
waste which the organism has supplied to it. There are nervous 
symptoms which may yield at the end of a few hours, even cer- 
tain sibilant rales of bronchitis, which arise from intoxication, 
and are due to gastric fermentation ; certain anginal cardiac 
symptoms (dyspnoeal), and the cutaneous, and especially renal, 
manifestations. Albuminuria rapidly improves and totally dis- 
appears, at the same time that it is accompanied by cardiac re- 
duplication. The alterations in the joints, caused and main- 
tained by the excess of acetic fermentations, may even retrocede. 

The possibility of obtaining similar results is a reason, in 
my opinion, for insisting upon the indications to be fulfilled and 
the rules to be followed in the treatment of chronic intoxication 
of a digestive origin, the type of which is dilatation of the 
stomach.* 

* Since these lectures were delivered, M. P. le Gendre has studied more par- 
ticularly certain points in the history of dilatation of the stomach, and he has pub- 
lished the result of his researches in an inaugural thesis, "Dilatation of the Stomach 
and Typhoid Fever. Semeiological Value of the Nodosities of Bouchard." 

M. le Gendre has commenced by fixing the mean capacity of tlie stomach of the 
adult, estimated in cubic centimetres of water, basing his remarks upon an examina- 
tion of sixty stomachs of cadavera taken hap-hazard ; he believed that he might con- 
clude that this average was less than 1300 cubic centimetres. But in twelve cases, in 
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which he had made the autopsy upon subjects in whom dilatation had been diaipiosed 
during life by '* splashing" as the method adopted for diagnosis, the stomach had a 
cubic capacity of from 1450 to 3600 cubic centimetres. 

M. le Gendrc has described very minutely, from a morphological and anatomical 
point of view, the knotty condition of the phalango-phalangeal joints of the Angers, 
the senieiological value of which I have made known. In what refers to those who 
are the subjects of dilatation, and are predisposed to contract typhoid fever, I am 
reminded that, in nineteen cases of this disease which have come under my care 
within the last two and a half years, the contagion had exerted itself nearly always 
upon patients attacked with dilatation of the stomach ; it had even attacked four 
authentic cases of relapse of typhoid fever,— facts certainly very rare concerning 
the subjects of dilatation. He draws attention to the relative frequency with which 
we meet with taenia and the lumbrici in individuals whose stomach is imperfectly 
fulfilling its functions ; which shows that the digestive canal of the subjects of dila- 
tation is particularly favorable for the lodgment of disease-producing parasites, large 
or small. 

M. le Gendre Anally insists upon the very peculiar frequency with which we 
observe, in those the subjects of dilatation, certain morbid conditions badly classed 
in nosology,— afebrile or febrile gastric obstruction, continued febricula, synocha ; 
cholerif orm, gastro-intestinal catarrh,— many of which are, perhaps, attenuated forms 
of typhoid fever. 



LECTURE XX. 
Auto-Intoxication op Intestinal Origin — Typhoid Fever. 

Part played by auto-iutoxication in typhoid fever. Typhoid fever is caused by 
an infective agent. History of the research after the pathogenic agent of 
enteric fever. State of the question. My own researches. The infective 
nature of typhoid fever, although not absolutely demonstrated, is probably 

absolute. Besides the general infection of the economy by the pathogenic 

agent, the intestinal ulcerations are a cause of intoxication, either by 
increasing normal fermentations or by the induction of anomalous fermenta- 
tive processes. R61e of secondary infections arising from the migration 

of common infective agents outside of the intestine, and of superadded 
infections, by penetration into the debilitated economy of special pathogenic 

agents : parotiditis, erysipelas, gaseous gangrene, furuncle, anthrax. Rdle 

of increased temperature from the point of view of therapeutic indication of 
the part played by inanition. Therapeusis of the accidents of auto-intoxi- 
cation of intestinal origin ; disinfection of faecal material by charcoal. Anti- 
sepsis of the intestine by iodoform and naphthalin. Part played by purga- 
tives. Influence of intestinal antisepsis seen in the diminution of mortality. 

The study of intoxication of intestinal origin does not appear 
to lead naturally to a digression upon typhoid fever. This is an 
infectious disease, and not a toxic one, and yet, when we come 
to study its therapeutics, it is necessary to deal with intoxica- 
tion. In typhoid fever, in short, there come into play not only 
the minor vegetable organisms which, by one means or another, 
produce all the disorders which an infective agent can cause. 
By the side of infection there is .evolved a secondary process, — 
an accessory one, — which is subordinate to intoxication. Well, 
then, were it only for this alone, therapeutics ought to concern 
itself with intoxication in typhoid fever. The primary cause of 
abdominal typhus is certainly regarded as an infective agent, 
and this enters by the intestinal canal ; all that we know of its 
mode of transmission authorizes us to believe this. But the 
infective agent only exists transitionally in tlie digestive tube; 
that is not its habitat. The place where it is developed is the 
lymphatic system, — the closed follicles, Peyer's glands, mesen- 
teric glands, and spleen. It may be eliminated by the intestine, 
landing there at the moment of necrosis of Peyer's patches, and 
be carried away by alvine discharges. 

(187) 
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Tlie organism wliicli may ite tlie infective agent of enteric 
fever lias been known for a long time, — since 18TI, hy Reckling- 
hausen ; tljeu by Klein, Solcolof, Browitz, (ind Fiscl)!, in 18T8. 
I have myself found it, iu 1879, and 1 communicated, in 1880, my 
researclies. I liave found it in all the pathological lii^uids, with 
the exception of sudamina. It is a rod possessed of the power 
of changing its form frequently,— a bacillns one day, disposed, 
later on, in tbe form of beads, then as isolated micrococci. We 
find it, at the autopsy, in certain organs, — the kidneys, spleen, 
and glands. During life, I have found it in the urine; this 
fact was a novelty at that period ; it led me to form the concep- 
tion of infectious nephrites. I have said that, detected iu the 
blood and nrine, the microbe leaves its habitat to be eliminated 
ijy the renal emunctory. This fact has been confirmed since 
by Letzerich, who saw one form of the microbe, — the coccus; 
then by Eberth, who saw it in the fonn of a rod ; and, finally, 
by Klebs, Meyer, Friedlander, and Gaffky. But doea this fact, 
although agreed upon, prove that the microbe is the pathogenic 
agent of typhoid fever? Certainly not ; it is necessary that we ■ 
should have proved its presenqe in all individuals ; that we should 
have isolated it by successive cultures, whicli deprive it, by 
degrees, of all that has been borrowed bj' it from the patient or 
the cadaver ; and that in inoculating its descendants into animals 
we reproduce iu them the disease with all its. characteristiea. 
Besides, we cannot raise objections to the method that the 
organism, even isolated and cultivated, has not caused the 
disease. Negative results do not prove that this organism may 
not be the pathogenic microbe. Do we know that there exists 
an animal species liable to contract typhoid fever? 

In every case tlie result of inoculations have been always 
negative; the cultures made from all the humors, with the 
exception of sudamina, have been successful. I have inoculated 
them into the rabbit, serpent, cat, dog, and pig, and I have 
introduced them by the digestive canal, by subcutaneons 
methods, and intra-venous injection. I have inoculated quanti- 
ties of the culture fluid which are far from being weak, and 
■which certainly contain milliarda of bacteria. 

I have readily produced in tiie pig a feverish illness, with 
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evening rise of temperature, and in which the thermometric 
curve is broken up into a series of ascending oscillations — a 
stadium or plateau — and a line of descending oscillations. Re- 
covery took place in the two pigs operated upon. Had they had 
a bastard typhoid fever? In these cases I ought to have commu- 
nicated to them immunity for the future. Yet fresh intra-venous 
injections of typhoid cultures have caused in them renewed 
pyrexia similar to the first. Typhoid fever being a disease 
which creates immunity, the anatomical lesions which are char- 
acteristic of it in man, not having been established in other 
inoculated pigs which have not recovered, I am forced to admit 
that the disease which I have communicated to these animals is 
not typhoid fever. Things remain, therefore, at the point in 
which they were before these experiments, and I have no right 
to teach that typhoid fever is a parasitic disease, like anthrax or 
glanders. 

Thus we have had, so far as the subject of the infectious 
nature of typhoid fever is concerned, only probabilities. An 
important argument is that typhoid fever is transmissible, — con- 
tagious. As a general rule, we do find a relationship between 
cases. A patient who has come to a district becomes a centre 
from which radiate other patients, who scatter the disease in the 
healthy localities. Transmission especially occurs, as we know, 
by the dejecta, and mediately through the drinking-water which 
the dejecta have impregnated. Thus it is that, calculating upon 
clinical and etiological facts, and not upon microscopic, we 
have come to regard typhoid fever as the result of the introduc- 
tion of a parasitic agent into the organism. But, besides 
general infection, the disease induces local effects. The most 
remarkable are the intestinal lesions, consisting in ulceration and 
in gangrene of certain parts of the intestine, then in excessive 
putrefactions, which are in this way developed, showing them- 
selves by meteorism and a fetid diarrhoea. I do not say that 
these putrefactions arise from the presence of a pathogenic 
organism, but we have reason to believe that it operates upon 
the normal excessive fermentations in the intestine, besides the 
anomalous fermentative processes of which the organs are the 
seat. 
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If tliG fiecal miitter of a asuu in lienltli is toxic, in typlioid 
fever the unusual iutenaity of iiormu! iiutrefactiou mjiy easily 
aLld something to the infection, and we may conceive how, from 
siiuli a source, there must be some notice taken of intoxicntion 
in the treatment. We must deal, too, witli the secondary infec- 
tions nrisiog from the migration of ordinary infectious agents 
from tlie intestine and from the surface of intestinal wounds into 
the blood and the tissues, where their multiplication is favored 
by want of resistance of the httter. It is probably these common 
infectious agents, on the move, which cause eertiiin forma of 
abscess, fnninculosis, anthrax, and externally ordinary eschars j 
in parts of the body which are not subjected to pressure, 
oertaiu spoutaneons forms of gangrene arise, perhaps from the 
action of common infective agents upon the tissues, where their 
influence for harm ia no longer counter-baUmced by the activity 
of the circulation and nervous ayatem. 

We sometimes see, in the course of typhoid fever, certain 
infective processes superadded, such as parotiditis. Inflamma- 
tion of the parotid is produced by ordinary infective agents, 
which are introduced by the excretory salivary ducts ; and tliis 
occurs as much by other glands, — e.g., by the kidney when it is 
no longer in function, and when the bladder is the seat of in- 
flammation (miliary abscess; surgieiil kidney). 

Erysipelas ia frequent in the advanced periods of typhoid 
fever. We may even see it cause gaseous gangrene In certain 
casea the eschars from the decubitus of the patient are the point 
of departure of an emphysema which extends some distance. I 
have seen a case in which gaseous gangrene has been the cause of 
death. It isnotsimply enough to conceive of typhoid fever as the 
result of a general infection by putrid intoxication derived from 
the digestive tube, or of secondary iufection, and of superadded 
infection; we must consider it along with one of its necessary 
efl^ects, — the fever. It is impossible to build up a systematic 
treatment upon one pathogenic view only. Doubtless, if we 
could at ouce destroy the pathogenic agent., this great blow 
would be decisive and would put an end to the fever, as also to 
all the fatal accidents. But, since we cannot attain this end, we 
must, I repeat, reckon witli the fever, and, if this becomes of 
itself dangerous, try to reduce it. 
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We are here in the presence of a continued fever, — which is, 
without intermission, destroying the patient for weeks, — which is 
higher than 39° C. (102.2° F.), which brings about unusual meta- 
morphoses in living matter, depriving it of oxygen ; induces 
modifications which are subversive of nutrition and perversive 
of disassimilation. This excessive temperature produces effects 
which are harmful to muscular fibre and the nervous system. 
Sometimes the patients die simply from the persistent hyper- 
thermia. The physician has not, therefore, only to deal with 
the cause of the disease. When lie cannot suppress that, he 
ought to struggle in succession against all the effects arising 
from this cause. 

During the long course of this fever, inanition is extreme. 
The patient, taking no combustible material from the outer 
world, lives upon his own tissues. He finds that it is impossible 
for him to digest. We cannot, therefore, nourish him like 
another person ; still, we should try, by ingenious means, to 
introduce into his organism combustible material, and not allow 
him to destroy his own tissues. 

As many as are the indications to be fulfilled in the treat- 
ment of typhoid fever, just as many are the diflSculties to be 
overcome. We must, so to speak, lay siege to the disease and 
attack it at all points where it appears vulnerable. Yet I have 
only laid down general indications ; there are still special 
indications for such and such a disease, such and such a 
particular accident. 

I now come to the therapeusis of the accidents of intoxica- 
tion of intestinal origin. In the last ten years I have been 
giving charcoal to neutralize a part of the. toxic products. More 
recently, I have completed this method by the addition of means 
to prevent the fermentations which develop toxic products. I 
will tell 3'ou some results which I have obtained in these two 
phases of my practice : — 

With charcoal I have deodorized and discolored completely 
faecal matter; I diminished their toxicity, and the alkaloids 
found are no longer but in insignificant quantity in the filtered 
liquid. These first effects some have denied. It has been said, 
in one of the learned societies, that charcoal was pot an anti- 
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se[)tic substance, without it being known for what reason I was 
employing it. Besides, it has been, stated, too, that charcoal doei 
not succeed in disiufectiiig ; yet we hiive had proof of ail thad 
I have said, by giving 2 granimea of charcoal in medicated 
cachets. As for myself, who gave 100 grammes daily, spoonf\] 
by the mouth every two hours, I have obtained liquid stools,— 
black, odorless, and not resembling fiecal matter. S 
has not only optical and olfactory properties which a 
agreeable, but intra-veiious injections show that tliey are nuiclji 
less toxic; their toxicity ia found reduced by four-fifths, 
only is the matter contained in the intestine less toxic, but II 
consequence easy of demonstration is that the individual ii 
poisoned, for the toxicity of liis urine ia found coiisiderablj^ 
diminished. Tlie urine remains toxic owing to the products ofa 
alimentation or of disusaimilation, but they are no longer convutfl 
sive. We must employ from 90 to 120 cubic centimetres ofiJ 
nrine in order to liill 1 kilogramme of animal. 

Owing to the disinfection of tbe stools, we also obtaiqj 
other beneficial reaulta. The patienta have no longer the enrthj? 
complexion, but a clear skin, white and red; the intestinal dis^ 
tension diminishes; the tongue remains moist; eschars arWi 
extremely rare. 

Finally, st.itistics resting upon more than 300 cases havoS 
shown that the mortality had fallen to 15 per cent,, instead of 2 
to 26 per cent. In these statisti^cs I include all the cases, with- J 
out exception, wiiich have come nnder my hospital care : the J 
patients who have not been submitted to this treatment, Ihoso-I 
■who have come with an intestinal perforation, or have succumbed J 
to alow complications. I would be perfectly right in deducting I 
all these patienta, in order to j udge of the value of the treatment 1 
by itself ; but I have not done so in order to establish a eompari- , 
son with other methods. I take the total mortality, en bloc, of j 
the hospitals of Paris. 

For tlie last two years I have added, to disinfection, intestinal 1 
antieepsis. After numerous attempts, after having employed 1 
creasote like P^cholier, aalieylic acid, and mercurial preparations, , 
I have returned to the true principles of intestinal antisepsis by j 
applying substances capable of acting throughout the whole < 
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lengtU of the digestive canal; tliat is, insoluble substances, — the 
aalicj'late of bismuth, iodoform, naphthaliu. I have oiily em- 
ployeil phcnic ftcid to wash out tiie large intestiue, morning and 
eveuiug. I have caused to be given a carbolic eutuia of 1 in 1000, 
except in the case of infants, 'where this sometimes causes a 
collapse rather disquieting in appearance ; in the adult, even, one 
has seen perspiration, faintness, almost coma. With the doses 
to whicU I have alluded, these accidents are very rare; they . 
may be such as to cause a little fear, but they are not grave. 

I cause to be taken daily by mj typhoid patients 1 gramme . 
of iodoform, finely powdered and representing a surface of 60 
square metres, I obtain, by this metbod, as the fffical matters 
are deodorized and discolored, a diminution of the alkaloids 
which the filtered liquid contains, a diminution of the toxicity 
of the fiecal matter, the almost complete disappearance of the 
agents of putrefaction. Microbes are no longer'found in the 
alvine secretions, save in very minute quantity. The tongue of 
the patient is never dry. 

The mortality in the same hospital, in the same quarter, with 
tlic same physician, has fallen to 10 per cent., — an index at once 
consoling. The partisans of the cold-bath treatment are prond 
enough with this index of 10 per cent., but I have reached it 
without batlis. 

I have taken care to add to the preceding methods a purga- 
tive every three days, — a glassful of Seidlitz water, — and I never 
abandon tlie treatment without subsequently causing a cleariug 
out of the intestine by a purgative. Otherwise, there may be 
produced in the large intestine a hard accumulation, capable of 
causing alarming obstruction, with f^cal vomiting. This pur- 
gative is castor-oil, administered to the patient in a small dose, 
whilst he is in a bath. 

Such, then, are the principles of the antiseptic method 
applied to the digestive tube of patients attacked with typhoid 
fever. For one year I combined naphtbaliu with iodoform; the 
time has not yet arrived for me to be able to judge of the value 
of this new method of medicinal treatment. 



LECTURE XXI. 

Pathoqknio Theeapbusis of Typhoid Pevee — Antibbpbib o^i 
Inteknal Medium. 

Is gcnural antlBeptlc medication theoretlcall; admissible I Cao we destroy In- , 
fectloua agents in tlie economy 9 Anllsepels of tlie iDtemal medium, Befa- I 

tatioQ of objeetiona. Sulifllaucea tapsble of preveoHng the mulUpHea 

tlon of infautlouH agents tbat are vegetable are not uecesEariiy fatal t< 
aDlnia! cells : the aspergiilua, for eKample. The antlseptte action ol 
mcdieamenlfi Is not paralleled b; tlielr toxie power. Therapeutic aod antl- I 

septic equivalents. Autlsepsis Is proposed not bo much in order tc 

stroy micTObcs as to prevent their reproduction. A simple ch^ga of tha j 

medium is suflicient to cause lai^ vegetables to bcpome sterile. Eipe- | 

rieiiee Lbs demonstrated the utilily of employing autiseptl 

Specific medleamcnta are all antiseptic. Mcreury. Quiuioe. Salicylio-I 

acid. Fbeuic acid. The largest number of medicaments called antipjretlcg I 

act, perhaps, only as antiseptics. Attempts at producing general nntt- 1 

sepsis In typhoid fever. Mercury may, perbaps, shortea the duration of 
typhoid fever. Its iuconvcDiences as the exclusive method. 

I CONTINUE tlie study of the therapeutic iniUcations in | 
typhoid fever. Beyond internal aiitisepaia, of which I have I 
Bhown to you by statistics the incontestable advantages, is there 
not something to do from the point of riew of real general anti- 
sepsis? Is there a therapensis rigidly pathogenic of typhoid 1 
infection? This disease may serve aa an example to us more ' 
than any other in order that we may judge of certain questions 
of general therapensis. Apropos of it, we may study the prin- 
ciples of the antiseptic method, of the antipyretic method, and 
the rules which should regulate the feeding of patients in 
infectious febrile diseases. 

I am anxious to declare that I do not substitute the anti- 
septic method for the antipyretic in the treatment of typhoid J 
fever, and ttiat I have not the desire to suppress all that has 
been done in the way of antipyretic medication, in order to 
attempt to substitute, for real and serviceable results, that which , 
is still hypothetical and irregular in its eifects. 

But if it is good to attack hyperthermia, which is a source ' 
of continual danger in fevers, it is permissible to attack It In ita j 
(19») 
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origin ; aud in those maladies nbose cause is the penetration of 
vegetalile orgaiiistiis into the Byatem, does it not beuouie us to 
seek for tiiat whicli we ourselves ciui oppose to their presence 
and multiplication ? Can we, definitely, in infectious diseases, 
effectually attack the infective agent? 

Some hare denied that this is possible. An<) yet tlie ques- 
tion baa been settled in the aflQruiative by sui-gery. We can no 
longer discuss here the possibility of suppressing septic agents. 
We are now dealing with infeution of free or nnbroken surfaces, 
on wliicb infectious ageuts multiply; on wbicb are accumulated 
toxic substances, — infective agents which niny proceed to form 
colonies in various Organs, and poisons which may cause else- 
where secondary functional deraugemeut. It is, besides, through 
the imitation of that which surgeons have obtained that I have 
demonstrated the possibility of oSecting intestinal antisepsis. 
In medicine, we can still quote the example of certain diph- 
therias which remain for a time inl'ectious on the surface, and to 
which antisepsis of the surface is applicable. 

When we are dealing with patients in whom the infection is 
no longer on the surface, but one of general infection, things are 
presented, it is true, under another light. Sometimes it is the 
blood which may be the natural habitat of the infectious agents, 
as in anthrax and relapsing fever. Sometimes the pathogenic 
agents are localized in the tissues. In every case, one must 
succeed in impregnating the whole organism with the autiseptic 

But do we not injure, at the same time, the animal cells 7 
This objection, which appeals to sense, has been from the first 
the principal reason why the opponents of antiseptic medication 
have never supported it. It has been formulated in a startling 
manner when it has been said, " We aim at the microbe and we 
strike the patient." Nevertheless, this masterly expression, for 
which I entertain respectful esteem, is, at the bottom, only a 
sophism. We can answer, actually, that what is hurtful to one 
vegetable cell is not alwaj'S hurtful to another cell of an animal 
nature. Thus, is there not a whole series of pathogenic agents 
which are killed by a substance indispensable to the animal, viz., 
oxygen {they are, unfortunatelj', not the most numerous) ? We 
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caiiuot, tlterefore, Bay that wbat will kill tbe microbe will neces-l 
snvily destroy tlie patient. We can, besides, support tbe argu- J 
meiit by tlie espevimeut of Raiiliii, who bus shown that silver.in 
an almost inftriitesiruiil dose, is opposed to the development of 
tbe aspergillus. Here, then, is a substance fatal to certaio. ' 
vegetable cells in a dose not at nil hurtful to animal cells. On 
tbe contrary, certain inferior vegtablea live preferably in media 
poiBonoiis to tbe animal (solutions of qniniue, arsenic, and anti- 
mony in doses fatal to man). We must, therefore, separate off 
antiseptic substances so as to state precisely those which are , 
very hurtful to vegetable cells, and yet innocent so far as the ' 
elementary tissues of tbe animal are concerned. 

Tbe antiseptic action of medicaments does not proceed in a ' 
parallel manner with their tosic power. Bert was wrong in 
identifying the nerve cell with tbe cell of tbe ferment. To 
say that what is hurtful to a vegetable cell ought to injure, a for- 
tiori, a nerve cell, is only true for certain cases and in certain ' 
conditions. Aniline is toxic and antiseptic. Phenic acid in 
equally toxic and antiseptic. Snt is there any parallelism be< i 
tween their toxicity and their antiseptic power? Aniline is five i 
limes less antiseptic than phenic acid, but four times moretoxie ] 
for animal cells. 

Can we compare, from tliesamepointsof view, phenicacid with I 
mercury? With the same toxic power, phenic acid is six times ', 
less antiseptic than tbe salts of mercury. The choice of tliesQ ' 
second substances is imposed upon us, therefore, when we wish 
to obtain maximum action against microbes and the least against 
tbe animal elements. 

Amongst mercurial salts, all have not an antiseptic action 
proportionate to their toxicity. The biniodide, eminently anti- 
septic, is less toxic than an equal weight of the bichloride. 

The iodides of potassium and sodium are moderately anti- 
septic. To prevent the fermentation of a litre of sonp, we must 
add to it 48 grammes of iodide of potassium or 50 grammes of 
iodide of sodium. The action that is hurtful to the ferment is 
then sensibly tbe same for these two bodies, but the iodide of 
sodium is forty times less hurtful to the animal than iodide of 
potassium, 
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(, therefore, to oompitre tlierniieutic equivalents I 
of medicamentB and their antiseptic equivalents. We can also 
derive benefit from the combination of different antiseptic stib- 
stancee. If wewish to adininister,siijmltaneoiisly, two ortliree J 
antisepticB, it seems that we must — in order not to rnn the 4 
risk of causing intoxication — not give any one of these bodies I 
in more than one-lialf or one-thii-d of the dose wliich is the I 
limit of their toxicity. I have observed that we can go bej'ond 1 
tliese fractions. In choosing antiseptics and in associating J 
tiiem, we can double the antiseptic power and only increase J 
by one-third their toxic activity. Such a vegetable organism ia i 
not otlierwiae influenced by an antiseptic agent whioh kills other 1 
vegetables. Tljere is room, therefore, for fresh experiments ; but I 
it is advisable to follow these therapeutic attempts, relying at first J 
upon the experimental method amongst animals. | 

I have tried to mate experiments with antiseptics upon the 

infective agent of typlioid fever, or at least upon its assumed 

pathogenic agent whose culture is easy in the neutral soup made 

from beef; its sensibility is greater to the action of btuiodide of 

mercury than is that of the bacterium of fermenting soup, — a i 

long baeterinro whose sensibility is as 2, that of the typhogenetio ] 

agent being 3. Finally, as a last argument, it is said in objection 

that we cannot kill pathogenic bacteria without destroj-ing the 

cells of the patient. But wliat we propose is not so much to 

bring about death of the microbes in the depths of the organism 

as to prevent their multiplication. It is one thing to destroy an 

individual and another to render him sterile. I borrow a con- | 

vincing example from botany. A p.ilm-tree from Biskra, which | 

covers itself witli fruits destined to ripen when it grows to the , 

limit it would have attained in the desert, can live quite well in j 

the greenhouses of the musenm, but it will never develop within j 

^^L tliem fruit capable of reproducing itself; it will not even bear | 

^H fruit in Algeria. Thus, a simple modification of the medium, 

^^B whilst leaving to vegetable organisms their vital integrity and 

^H all their energy, can render them incapable of multiplication. 

^H Tlie liquid of a malignant-pustule culture inoculated into sheep 

^H belonging to Beance will cause death in all of them, but if sheep 



same culture, nineteen iiioculntioBB out oT twenty will remain . 
sterile. What ia trne with regard to large vegetables is also true ■ 
of the smaller. If we pasa to the application of this idea of re- 
production, it is perfectly immaterJa! wlieUier man ia rendered I 
incapable of multiplying cells during bia iUneas ; but if we j 
can prevent the cells of his parasite from being multiplied, the 
disease ceases, for it is not caused only by the presence and 
development of the ferment, but by its multiplication. Let iia i 
propose to ourselves only to oppose the latter, and let iia merely I 
try to impede the activity of this mnlti plication. 

£n riiume, general antisepsis ia theoretically admissible, and \ 
we have no right to refuse its admission by an a priori exception. J 
What it requires now is not argument; facts are necessary to ] 
establish, and that thoroughly, the employment of antiseptics J 
which have impeded the course of certain infectious diseases. 

Well, has experience not already produced an opinion ? Is - 
flyphilis cured by the antiplastic virtue of mercury ? We can 
scarcely maintain that to-day. In intermittent fever, is it as a 
antithermic that sulphate of quinine brings about a cure; and i 
in rheumatism, salicylic acid? 

Quinine brings about a reduction of tempemture in an im- 1 
portaut and useful manner in three diseasea only, — intermittent 4 
fever, typhoid fever, and one of the forms of puerperal fever. I 
In a healthy man it increases it by some tenths of a degree; 
does not reduce it in other febrile diseases. In fibrinous lobar ' 
pneumonia 3 to 4 grammes of quinine produce quinism without , 
reducing the temperature more than one-h:ilf a degree. In the 
subject of pleurisy the effect is not more marked. In erysipe- 
las you do not reduce the temperature even with large dosea ] 
of quinine. In the diseases in which quinine acts, it is only by 
acting in opposition to tlie infective agent that it causes a, ' 
cessation of the fever which is the consequence of it. 

It ia not so with phenic acid. Phenic acid reducea tempera- j 
ture by its physiological properties; by ita action on animal 
cells it diminishes calorification and also acts upon the vegetable 
cells of infectious organisms. 

An enema containing 4S grammes of crystallized phenic acid 
was administered to two of toy patients, at intervals of two 
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attendants who were new to the work. Tlie first patient uttered 1 
loud cries while the solution was lieiug administered to the | 
second. The mirae, being alnrined, ran for the house-surgeon, 
who ordered the bowels to be iuiined ititcly washed out with 16 1 
litres of water. The patients were already in a stute of coma, I 
in which they remained Cor several hours, their temperature being J 
35° C. (95° F.). One of thein bad a temperature of 10° 
(104° F.) before this accident, the other was convalescent; 1 
first rose to 41.8° C. (107.4° F.) in the evening, and iu the sa 
time the other reached exactly the sanie tompeniture; the one I 
that h.id a tempei-atnre of 40° C. (104° F.) was apyretic the nert J 
day with a temperature of 37° C. (98.6° F.), and remained con- , 
valescent ; the disease was destroyed, but the patient was nearly 1 
killed as well. This is also true of alcohol ; I observed it ii 
case of a young woman who had (.-atight typhoid fever in Rome. • 
Slie was having injections of 1 in 1000 of phenic acid. The i 
Sister of Mercy, by mistake, one duy administered an enema 1 
with alcohol at 80° 0. (176° F.). Her malady had reached the . 
ninth day; the first lenticular red spots were appearing. Her 1 
temperature fell to 35° C. (95° P.) ; she was delirious and totally 
blind. When the temperature once returned to 37° C. (98.6° F.), 
it remained at this point for four daj's. The malady resumed 1 
its course; the microbes had mei-ely been dormant ; they required | 
a certain time to reproduce the pyretic symptoms. 

Almost all the drugs that reduce fever in typhoid fever are 1 
antiseptic. All those that are reputed specifies or are generally ] 
considered useful arc antiseptic; chlorine,iodine, sulphurous acid, 
the sulphites and hypoaulphitea, the mercurials, essence of tere- 1 
binthine, ereasote, thymic acid, benzoic acid, salicj'lic acid,borio J 
acid, iodoform, quinine, resorcin, tairin, antipyrin, thallin. 
think, therefore, that espei'ience confirms the general opinion 
as to their usefulness, and that, practically as well as theoreti- 
cally, a favorable eflect may be obtained in the course of in- 
fectious diseases by the employment of the above-named 
substances. Of these, one especially has been considered a spe- 
cific, viz., mercury. It is long since calomel has been adm 
istered in large doses, or the black sulphide. Mercurial friction 
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was used by Serrea, (ind by Bccqiicrel, until salivfttion and ulcer- 
ation of tbe iBontli were produced. Since that time calomel .1 
has been recognized as a valuable agent in Germany and Eng- 
land, and in France by M. Salet. of Saint-Germain. He recom- 
mends a method which consists in admiuisLeriug 1 centigramme | 
of calomel every hour until saUvation ensues. At this juncture | 
the illness takes a turn one way or another. 

Tliia mode of treatment being supported by a considerable I 
number of facts, I determined to verify the results. Igavethirty- I 
two patients who were sutTering from typhoid fever 40 centi- 
grammes of calomel a day, in doses of 2 centigrammes every 
hour, until mercurial salivation was produced.* In almost every | 
case this took place in from five to seven days. All tlic patieuta . 
tliat experienced this salivation recovered. The mean duration ', 
of tbe malady was twenty one days, — a short period, twenty-fiva I 
days beingtbeusual duration. The mortality was low; twooutor ] 
thirty-two died, or 6 percent. Certainly, the number of cases w 
too small to enable us to arrive at any definite conclusions. I J 
may merely mention that those who died wore those wiio had taken J 
tlie least mercury, and were consequently not sufficiently under 1 
its influence. The recoveries in less than twenty-one d.iya vera J 
twice more numerous tlian by the otlier method. 

But I did not continue this treatment, although the patients ' 
recovered more quickly, and seemed to recover more > 
pletely, as it has the disadvantages of causing a long period of 
convalescence, great debility, and amemia. Certain accidents, i 
too, seemed to me more frequent: epistaxis; intestinal hiemoiv I 
rhage ; dysenteric, sanguinolcnt, and raucous stools. Other 2 
patients suffered from later complications, — pneumonia twelve 
days after recovery from the original malady and a vegetative 
endocarditis. However, although I rejected this method as a 
exclusive mode of treatment, I thought it might be used v/'itii < 
advantage if the system were less completely impregnated with , 
tiie drug. I adopted it, therefore, at tbe commencement of the 
illness onl}', and associated it with other therapeutic agents, 
under tiie fomi of a mixed system of treatment, which I shall ^ 
describe in detail hereafter. 

oiOceiitigrnnuDGS equal 6,2 grains; 2 centigranimeaGquailO.SI graJn. 



LECTURE XXII. 

On the Pathogenic Therapeutics of Typhoid Fever — The 

Treatment of High Temperature. 

The use of calomel in minute doses as a general antiseptic agent. Conse- 
quences of excessive temperature in infectious diseases. The effects of high 
temperature obtained by experiment. The effects of high temperature as 

regards denutrition. ^Excessive temperature indicates the gravity of the 

disease, but does not cause it. It is, however, advisable to endeavor to 

reduce it. Methods of lowering it. Sources of abnormal heat. Causes of 

the rise of temperature in febrile maladies. The effects of antithermic 

drugs and modes of treatment. 

I HAVE described under four headings the therapeutics of 
typhoid fever: the general antiseptic treatment, the intestinal 
antiseptic treatment, the antip^'retic medicinal treatment, and 
the dietetics of food and drink. 

I have described at some length, in speaking of chronic 
intoxications of intestinal origin, how I proceed with the intes- 
tinal antiseptic treatment ; in my last lecture I gave my reasons 
for rejecting the general antiseptic treatment by the exclusive 
use of mercurial salts, at the same time admitting the specific 
action of mercury. Thus, I employ part of the general anti- 
septic method in combination with other modes of treatment. 

I use calomel in minute doses at the outset, and until the 
commencement of the second week. I administer each day 
40 centigrammes of calomel, divided into 20 doses which are 
taken every hour, without either trying to produce or obtaining 
salivation. This treatment is continued for four consecutive 
days. Generally speaking, it has seemed to me that the thermic 
curte was modified, and that sometimes after the second day the 
fever began to abate, varying, at the end of four da^^s, between 
390 C. (102.20 F.) and 40° C. (104° F.),at a period when in the 
ordinary course of the malady the temperature would either be 
rising or remaining stationary. I do not wish to produce and I 
never obtain salivation. 

I will now proceed to discuss those antipyretic or antithermic 
drugs that are in great favor at the present day. There is a 

(201) 
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certain school of medicine that sees nothing in fevers but feverT" 
with doctors of tliis class the thermometer is the source of all 
therapeutic and prognostic indications; they see improvement 
only in lowering of the temperature. No clinical practitioner 4 
can accept such a doctrine, and the audacity of the assertions I 
of the school in riuostiou liaa given rise to a reaction in the eon- '' 
trary direction, in Gevniaiiy as vb^ell as in France. Thus we now , 
see the current of medical opinion take a new course. It i 
now urged that fever may do some good, and that it should be , 
treated witli respect, — a theory that has long been unheard of in ■( 
the medical world. This is a return to tlie Hip]X)Cratic and tnu.j 
ditional doctrine, wliich I have supporteil as regards diseases of ^ 
nutrition. 

I have dwelt upon the theory that there are fevers whiuh, at 
certain limes, re-establish equilibrium in exhausted nutrition by 
bringing about interstitial metamorphoses. This is evident iu 
gout. But is it also true of infectious diseases? Can ferer ' 
help the sj'stem to free itsulf from the infectious organism? We 
know tliat certain microbes cannot live beyond certain tempera- 
tures which do not kill a human being. The bacteria of malig- ■' 
nant pustule, which cannot live in a temperature higher than 
40° C. (104° F.), have no effect on birds, their normal tem- 
perature being above that point. Pasteur has shown that it is ■, 
necessary to cool a fowl, in order to render it able to contmot ■ 
this disease. This experimental argument is brought forward to, 
show that the elevation of the temperature of the body in fever I 
creates a physical medium that is unfavorable to the infectious* 
organism. 

Nevertheless, the whole school of which I have already * 
spoken sees in pyretic maladies no other danger than that which 
results from elevation of temperature. Liebormeister si 
pressly that the danger in fevers lies, above all, in excessive J 
elevation of temperature. He brings forward as an argument' 1 
the coagulation and decomposition, at 44° C. (111.2° F.), • 
lecithine which enters into the composition of the nervous ele- ' 
menta and of the corpuscles of the blood. At 42° C. (10T.6° P.), ! 
at 43° C. (109.4° F.), and even at 41° C. (105.8° F.), the nerve ] 
cells show abnormal excitability in the animal experimented upon. 
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We note muscular agitation, acceleration in the beating of the 
heart, and of the respiratory movements. The phenomena of 
osmosis are modified by thermic elevation. Water is retained in 
the cells. The tissues of those suffering from fever are richer 
in water than when they are in their normal state. All this is, 
unfortunately, true. But these are not the only phenomena to 
be considered in cases of fever, and, moreover, the elevation of 
temperature in illness does not reach 44° C. (111.2° F.),or even 
43° C. (109.4° F.), unless it is, exceptional!}^, at the moment of 
death or a little while after it. 

Naun}^ and Rosenthal have studied the effects of excessive 
elevation of temperature obtained artificially. At 44° C. (111.2° 
F.), the cardiac muscle, like the other striated muscles, remains 
contracted, and death ensues ; but the same experimenters were 
able to keep rabbits alive for weeks ranging between 41° C. 
(105.8° F.) and 43° C. (109.4° F.), without any ill effects being 
observed. 

It is the same with fatty degeneration of the viscera, which 
I studied in 1867, making experiments in elevation of tempera- 
ture upon a dog. I caused the animal to raise its temperature 
itself, simply by preventing it from losing the greater part of its 
heat. It lived in an atmosphere saturated with moisture, and 
heated to a degree very little below its own temperature. Thus 
the loss of caloric, b^^ contact and by evaporation, was sup- 
pressed ; the animal, continuing to produce caloric, accumulated 
it. The effects obtained thus, by the gradual elevation of tem- 
perature, are increased action of the heart (300 beats) and of 
respiration (80 to 90). The animal died, at 44° C. (111.2° F.), 
at the end of about four hours. Independently of haemorrhages 
under the pleura and the pericardium, we observed, four hours 
after the commencement of the elevation of temperature, fatty 
degeneration of the cardiac muscle and of the hepatic cells. I 
was led to think that the excessive elevation of temperature was 
the cause of the fatty degeneration, but Naunj'^n and Rosenthal 
found that no similar effect was produced in animals at the 
excessive temperatures observed in man when suffering from 
disease. 

On the other hand, elevation of temperature does not seem 
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to iacresae nutritive metn.naorj)1ioses ; tlie wttste of nitro^noticil 
tissue is mticli the same wlicn aiiimala are subjected to eleviition , 
of temperature as when they are in a normal condition. (Sima- 
nowaky.) Spealiing from a clinical point of view, there is ii 
patient no parallel, notwithataniling the assertions of Hirtz, I 
liptween the excretions of urea and the elevation of tempemttire. 
It cannot be said that high temperature appreciably increases , 
diaaasirailation, Charvot had already been struck, when lie j 
waH studying the elimination of urea in typhoid fever, at tUe | 
slight elimination that took place during the hypertliermio "j 
period, wbereas it increased during the abatement of the disc 
and still more during the period of convalescence. I pursued i 
this question further, studying the variations in the weight of ' 
the body in typhoid eases. In these cases all the combuetionB ' 
BHppoaerl to bo necessary for the pvodnetion of excessive eley^ j 
tion of temperature are compensated 'for, the diminution in , 
■weight being quite insignificant, whereas, when they enter upon , 
convalescence, the diminution in weight is rapid, and attai 
maximum after apyrexia, when food is administered to tUej 
patients. Excessive elevation of temperature is, therefore, notl 
a source of danger from the point of view of anatomical lesions^ 
or from the point of view of denutrition. We may say, there 
fore, that it indicates the gravity of the disease, but does i 
cause it. Elevation of temperature announces, hut does not J 
oonstibute, the danger. It is even an established fact tUat J 
the accelerated action of the heart which accompanies eleva*i 
tion of temperature cannot produce exliaustion of the heart; 
the functional incapability through excess of work isamytll,,' 
for the mechanical work effected by the heart is less when the ■ 
contractions are so rapid (200 to 300 pulsations). Tiie rehixa- I 
tiou of the capillaries and the diminution of the arterial an<{ ] 
venous tension relieve the heart, and, from the point of v 
fatigue, the lessening of the resistance is not counterbalancect J 
by the multiplication of the cardiac coutractio)is. 

However, tliese considerations do not alter the fact that I 
methods of lowering the temperature are useful in certain cases,. I 
or that when we have succeeded i)i lowering the temperature w 
note an improvement in the symptoms and an amelioration in 
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the general condition of the patient. Although the complica- 
tions experienced by a patient whose tempevaturo is 40° C. (104° 
F.) or 41° 0. (105.8° F.) do not seem to result from the elevation 
of temperature, iievertheleas drugs or modes of treatment that 
lower this excessive temperature cause some of these conipli- 
cationa to disappear. This is seen to lie tlie case, at least, with 
typhoid fever and certain cases of scarlatina or ccrehral iheu- 
matism, for, except in these three diseases, it is not certain thiit 
antipyretic treatment is reiilly useful. How, then, shall we deal 
with excessive elevation of temperature? By acting upon the 
causes which produce norma! heat or abnormal heat? We cannot 
choose indiscriminately between these two methods. We may 
reduce the sources of normal temperature by bleeding, by lih- 
stractiousof serum, or Ijy the administration of poisons producing 
the same effect (vcratrine and tartrate of antimony). These 
methods, long in use, nre now almost entirely abandoned. 

But what are the sources of abnormal heat ? We do not know 
yet, we can only surmise. They must be very different accord- 
ing to different diseases. Are they normal processes carried to 
excess, or are they abnormal processes that raise the tempera- 
ture to fever height? It has been suggested that there are mi- 
crobes which burn side by side with normal organisms and raise 
the temperature in the body as in test-tubes. This is merely a 
hypothesis, supported by analogies, but not by experiment. 

Another hypothesis is that of the retention of heat. It has 
been said that tissue wastes more quickly in fevers. This is true 
in certain diseases ; in acute atropliy of the liver, for instance; 
but it is not true in typhoid fever. Clmlvet, twenty years ago, 
observed, after Traulje, tliat in a fever patient tUe heat radiation 
is less than in a bealtby person. A square decimetre of his 
skin loses a smaller number of calories tlmn a square decimetre 
of the skin of a person in normal healtli. It is possible that a 
diminution in the abstraction of caloric results from this. 

The rapid diminution of the corpuscles of blood in pyretic 
diseases has been brought forward as showing a more rapid de- 
struction of matter. Bockraann replies that the moment the 
temperature becomes normal again, the corpuscles suddenly 
reappear. They remain suspended in some part of the body 
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duriug the fever. Bockmaim and Naitnyii admit that iheiy . 
are temporarily witlidrawu from the general ciriiulatioii. Tiiia 
woidd account foi' the great iucrease in volume of the Bplee 
Hiiter lias observed, in aejitic and pyfemic diBOrders, globul 
stagiiatioiia in certain parts of tho capillary blood-vessels ; this 
fact may be mentioned as corroborating the theory of a tempo- 
rary abstraction of some of the corpuscles. 

Winternltz has qnite recently revived the opinion that the 
retention of heat is the cause of fever. Marej also attributed 
fever to a defective distribution of caloric. If, therefore, certain 
fevers may be caused by the retention of caloric, it may be 
suggested that the radiation of the latter should be increased. 
Riess, experimenting upon animals soiFcring from infectious dis- 
eases, lowers tbeir temperatures artificially until tbey become 
normal ; but the diseases continue and death ensues. The danger, 
therefore, does not lie wholly in the excessive elevation of 
temperature. 

Nevei-theless, I repeat that clinical experience shows that the 
antithermic treatment is advantageous. How then does it act? 
Let U3 endeavor, as far as possible, to know what we are doing 
when we employ antithermic agents ; those that have been used 
successfully are quiniue, salicylic acid, antipyrin, kairin, tballio, 
and, above all, hydro-therapeutic treatment. 

Murri has succeeded in showing that all these methods raise 
the temperature of the skin, and, consequent Ij", bring the heat 
to the surface of the bodj-, thus favoring the lowering of the 
central temperature. Moreover, tbey do not act upon a fever 
patient in the same way as upon a person in healtb. Quinine 
does not lower normal tcmpci'ature; yet it can, in typhoid fever, 
cause the temperature to fall three degrees in a few hours. In 
a healthy person it raises it one or two tenths of a degi'ee, but 
it increases the (low of blood to the skin. This is true in a 
higher degree of salicylic acid, wiiich favors perspiration ; like 
the cold-batb treatment, which at first physically abstracts a few 
degrees of heat, but afterward favors the relaxation of the 
cutaneous capillaries, the congestion and heating of the skin; 
then the cooling, at the surface of the body, of a larger quantity 
of blood from the central organs. 
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Theoretically, the cold-bath treatment increases combustion, 
and should therefore increase calorification ; this is true in the 
case of a healthy man, who then produces more heat than 
under normal conditions. But, in the fever patient, this treat- 
ment retards calorification. In typhoid fever, according to Sas- 
setzky, the patient does not give off any more carbonic acid and 
does not excrete any more urea when he is subjected to refriger- 
ation. Taking into account the uncertainties of theory, we are 
justified in concluding that the causes of fever are various ; 
that it depends sometimes on an increase of the normal calorifi- 
cation, sometimes on the life of the infectious organisms, and 
sometimes on the retention of the normal heat. In any case we 
may safely say that the antithermic method is not without its 
uses in typhoid fever ; that in this disease quinine is useful ; that 
it answers to cert^yin indications and realizes certain effects ; that 
it is the same with cold baths ; but that in other disorders — 
pneumonia, pleurisy, etc. — this antithermic treatment does not 
offer the same advantages. 
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Unoertalntlee regarding the uature of fever. Probable multiplicitj of the pi 
gciilc Bouraes of fever. Impossibility of couuteractiug it by pathoge 
therapeutics. Aatlpyretlc modcH of treatment acquired by e 
Autltbermlc drugs. luconvenlence of pbenlc acid and antlpyrin. Utility 4 

quluine. My [uptbod of admiuisMrliig quiulue in typhoid fever. Hy^ ~ 

therapeutic modes of treatment: lotions, wrappings, baths. Tha metiia 
of Brand, Liebenaelster, Ziemsscn, Riesg. Tbelr advaulagcs aud disadTH 
tsgCB. My method : tepid baths, gradually cooled, but remaining t 

Details of their administration. Their advantages. The dieting of p 

tieuta Id typhoid fever aud other long fevGra. Dldautlc sumtoary of n 

treatment of typhoid fever. Statletica! results. 

Befobe entering upon the practicnl aide of the antipyret 
metliod, it would be expected that we ebould discuss the doc 
trines concerning the nature of fever. But, in examining pyi 
tological doctrines, we are met at every point by contradiction^ 
and I see that I am reduced to the confession, so humiliating toil 
profeaaorof general pathology, that I do not know what fever I| 

Galen was not troubled with these uncertainties. To hid 
febris was calor praeler ■naturam. This is a definite and concia 
asaertion, and the resume, as it were, of a description of tttj 
morbid state. But now science demands further particulaTfj 
and wishes to know the origin of this morbid condition, 
what is the source of fever. 

It is not certain that there is one pathogenic source of fev^ 
I think, myself, there are several pyretogenetie processes, 
may raise the temperature of a body in various ways, by cois 
bustion, radiation, friction, condensation, etc.; in the same wajj 
the temperature of the bodies of animals may be raised abncM 
mally under very varying conditions. 

Fever may be the result of an increased combustion or b 
increased dehydration, or it may be produced by the liberatiod 
of the heat produced by the life of infectious germs, or by 1 
diminution in the losses of the body, or by resolutioa oft 
forces of tension, 
(208) 
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In the living organism foi'ces exist tliat are developed by tlae 
metamoi-pliosiB of the matter in the cells, and which do not act 
externally, eitlier by motion or by heat. Life is a sort of un- 
Btable equilibrium that is maintained by the forces of tension. 
These oppose tlie freedom of the chemical and jDhysical actions, 
whei-e opposite electiieal actions meet, the acids and alkalies. 
J. Banke proved, long ago, that the nuclena of a living cell 
ia electro-positive, whereas its envelope is electro-negative. 
Wliy do not these opposing kinds of electricity combine to 
bring about a condition of electrical neutrality, unless it is 
because they are prevented by the opposing forces of tension? 
If death occur, neutralization is immediate. 

It is the same with the neri'es as regards tlie electrical con- 
dition of the axia-cylinder and of tbe envelope; the former is acid, 
the latter alkaline, during life ; upon death, neutraliz.ation ensues. 
The combustion being the same, if the tension is diminished, 
part of the force will become apparent under the form of heat. 
Is this theory regarding fever applicable to certain forms of 
pyrexia? I do not know. We can only form hypotheses on 
this subject. Remember what I said about urjemia. We have 
found poisons, but not the poison of urieniia. As regards fever, 
there may exist not one single explanation, bnt various patho- 
genic conditions. I have, moreover, called attention only to 
those processes for whicli experimental or clinical data can be 
furnished. 

In short, fever is with us as witli Galen, — elevation of tem- 
perature arising fVom causes that may strangely vary. Now, 
from a therapeutic point of view, not being sure what fever is, 
we are compelled to give up the idea of drawing up a system of 
pathogenic therapeutics for its treatment. 

We are thus obliged- to returu to empiricism, which is not 
siiffloient to satisfy us, but which can give us information result- 
ing from the long accumulation of individual facts. Let us, 
therefore, enter the domain of empirical observations. 

We know, empirically, that certain modes of treatment lower 
the temperature and bring about an improved state of affairs. 
Thus, in the first place, quinine has evidently a beneficial action 
on typhoid fever and some other forma of pyrexia, intermittent 
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fever, n ml in oue form of infection of women in childbed; its 
action is undoubtedly favorable, but it is only temporary. 

Flieiiic acid lins a certain antiiiyrelic action, but perhaps not 
a favorable one ; antipyrin has nlso thie action, bnt its infliienoe 
is unfavorable. Wlien the temperature is at 40^* or 41° C, aauf- 
Bcieutdoseofqniuine produces a fall of from I to 3 degrees, wbich 
iao,y last for twenty-four hours. At the same time, we note also 
the disappearance or dimiimtion of tlie nervous troubles that 
were attend iiHt upon the high temperature; the patient is evi- 
dently better, and accidents which might boou cause death may 
tbua be averted. It would, therefore, on first thoughts, seem 
advisable lo prolong indefinitely this fovorable etfect. "Vogt 
twenty years ago, and Joffroy recently at the Hotel-Dieu, have 
tried the continuous adminiatr.ition of quinine. I also wished to 
see what results could be obtained by this means. I was soon 
obliged to abandon the experiment. WitU2 grainmesof quinine 
we get a fall of 1, 2, or 3 degrees; but in theevcuing of the next 
day the tempeniture rises again, and by the moriiiug of the fol- 
lowing d.ay the fever has reached its original height. Should 
quinine, therefore, be administered in the evening as a prevent- 
ive? But the second dose does not produce the siime effects. 
Three days at least must elapse before the quinine regains its 
power. It is an iutermiUeut remedy. It Las been asserted that 
if given continuously the temperature varies between 39° and 
40° C, instead of between 40° and 41° C. Is this advantage suf- 
ficient? As for myself, I never give a second dose of quinina 
until after an interval of seventy-two hours. I only give it then 
if the temperature taken in the morning in the rectum exceeds. 
40° C, or if that taken in the evening exceeds 41° C. The ' 
doses that I have adopted are 9 grammes during the first and i 
second periods of seven days; 1^ grammes in the third period; 
1 gramme in the fourth aud after. I never give less than this j. | 
^ gramme would be of no use. It is well to know that from ( 
the eighth to the eleventh day we often obtain only a slight. J 
lowering with doses that are generally eflicacious either before | 
that time or after. This is almost necessarily the effect produced 1 

't dcerveB Ccntlgradu Into Falircnhelt multiply 
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by quinine ; it aims only nt aa accident, viz., tlie excessive ele- 
vation of temperature. 

Aa for other remedies tliat are reputed to he antitliermic, — 
pbenio acid, reaorcin,antipyriii, thallin, — ^j-ou cannot depend upon 
them. In regard to antipyrin, tiie lowering tliat it pi-odncea is 
rarely accompanied by an improved genei-al condition, for it 
causes at tLe anme time a lowering of nervous activity. The only 
objection to quinine, setting aside the buzzing in the ears, which, 
however, alfects fever patients less than persons in health, is the 
accusation urged again>it it tliat it ie liable to cause sudden death. 
During ten years, out of five hundred cases, I have only found 
sudden death occur seven timea with patients who were taking 
quinine. Four of these deaths happened in the aame week; and 
iuaeveralhospitals,atthesame time, similar cases came under my 
notice. But chemical analysis showed that the drug administered 
to the patient under the name of quinine was really not quinine. 
It was a compound little known, in which cinchonine predomi- 
nated. If we set aside these cases, therefore, there remains three 
cases of sudden death out of five hundred cases of typhoid fever, 
— a proportion which does not exceed tlje ordinary percentage 
of sudden death in this malady. The post-mortem examination 
showed that in the patients tlint had died suddenly the heart 
was contracted and absolutely empty of blood. Now, the toxi- 
cology of quiuine teaches ns that when death is caused by this 
drug the henrt is found to be dilated and gorged with blood. 
Moreover, since that time, I have not bad a case of sudden death. 

In short, then, I consider that by administering quinine to 
typhoid patients, according to the rules already stated, we obtain, 
as well aa a dimiuiition of temperature, an improved condition 
generally. But I must add that in most other forms of pyrexia 
this treatment has failed. In pneumonia, pleurisy, and erysipelas, 
we* obtain, as a rule, neither a fall of temperature nor an im- 
proved general condition. 

Abstraction of heat is the only non-medicinal means of 
lowering the temperature of fever patients. Many methods of 
abstracting heat in fever patients have been tried. Since the 
time of Sydenham and Currie, cold air has been used, ciirreuta 
of air between open windows, and cold water in various ways. 
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The coutinuous spriuklhig of tUe patient is, perlitips, tbe 
most painful process. A cold sbower-bntli also produces a dis- 
agreeable nervous action. Bathing with cold water gives an 
unpleasant shock, and the abstraction of heat liy these tiro 
methods is very slight. Whipping in a. wet sheet is painful for 
some moments. 

Local applicntiuDS, such as a bladder of ice on the abdomen, 
produce, at first, a vascular spasm, and then stasis in tlie vessels ; 
the skin is chilled and the cellular tissue also ; necrosis may set 
in, but the body, as a whole, is not cooled. 

The circulation of cold water by means of the ingenious con- 
trivances of DumontpalUer and Clement produce a real refriger- 
ation, but these processes are little used as yet, and I am not, 
therefore, in a position to express an opinion as to their merit. 

Enemata of cold or iced water certainly cool the rectum, 
but they do not produce a general reduction of temperature. 

It now remains for us to speak of the metliod which is gen- 
erally preferred, — the ordinary bath, in which the temperature 
of the water is lower than that of the body of the patient. 

The cold bath may be given according to the methotl of Brand 
or Liebermeister. According to Brand, wlien the temperature 
exceeds 38.5° C, a bath of tow temperature is given eight 
times a day, for from ten to fifteen minutes. 

Liebermeistcr leaves the patient in the bath thronghont the 
whole eoiii-se of the illness; the duration is the same, and he 
gives twelve baths a day. The temperature may be 15° C, 
but this has been abandoned ; from 18° to 20° C. is the general 
rule ; il may be even 25° C. Care must be taken to apply colfl 
water to the bead first. 

The patient is left in the bath until the cold chiil is complete, 
and he is often taken out in an alarming state. Our feelings 
mnat bo well under control if we are to carry out this treatment 
rigorously in face of the sufferings of the patients. It is worth 
mentioning that if we cause theni great snfiei'ing wo can almost 
guarantee their recovery. But is there no treatment that is as 
eflloaeious without being so inlmman? 

The cruelty of cold baths has led to tepid baths being sub- 
stituted for them. There is the tepid bath at a disagreeably low 
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Temperature, viz., 28° C, whicli toight as well be called a cold 
liatli ; for to a man wliose temperature is 40° C. tiie sensation is 
tlie same at 28° C. as at 25° or 20° C. 

Ziemesen has proposed a tepid bath, gradually cooled. Tlie 
temperature, at first, is 35° C, and to a fever patient even this 
gives a very unpleasant sensation of cold. Then the temi>era- 
ture of the bath is rapidly lowered, so that in ten minutes it 
fulls to 25° C. The patient remains in this cold bath for from 
ten to fifteen minutes, until the teeth begin to chatter, as in the 
methods of Brand and Liebermeister. This is the cold biith 
preceded by a short phase of bearMble temperature. Bnt this 
method does not do away with the sudden nervous shock. 

J will also mention Riess's continuous batii, which lasts 
twenty-four hours a day at a temperature of 34° C. The tem- 
perature is moderated by this metliod, which may be useful. 
Tbe mortality would be 6 per cent., according to Riess, bnt 
his statistics ai-e only derived from forty-eiglit cases. Tliis 
continuous tepid bath becomes rapidly unbearable, and the 
patients prefer the cold baths ncconling to Brand's method- 

I will now describe my own metliod, which I iiave been trying 
for more than a year. My object was to develop a bath in which 
the patient might lose heal without any nervous shock or spasm 
of tlie cutaneous vessels. What we wish to arrive at is not 
merely abstraction of lieat by contiguity or conductivity. On 
the contrary, what we require is that the blood should come from 
the centre of the body to the surface to be cooled. 

The temperature of the bath, at first, is two degrees below the 
central temperature, — 38° C, for instance, if the temperature of 
the patient is 40° C. Tlie patient can bear this well and experi- 
ences no shock. Tbe water is gradually cooled at the rate of 
e-tenth degree per niiuute, or one degree in ten minutes, until 
it ia lowered to 30° C, but it is never cooled beyond this point. 
The time necessary for this cooling ia an hour and a half if the 
temperature of the patient is 40° C, or an hour and ten minutes 
if it is 38° 0. 

No feeling of nervous shock and no peripheral vascular spasm 
occur during tUia long i>eriod. The pulse is not constricted. 
At about 33° C. the patient finds his bath cool ; at 32° C. he finds 



iu 



LBjruaEH ( 



AUTO-ISTOXICATION. 



it cold, but even at 30° C. lie continues to speak and tulk, show- J 
ing a wonderful mental condition. He lias nothing of the tjphua 
stupor about him. The lowering of temperature realized Is muck i 
more considerahlethan with the cold batU. 

I give the bath eight times a day, like Brand. Certain | 
tients can thus pass half the day in the water. The lowering' of 
tiie temperature is moj'e lasting thim with the cold bath, and 
sudden rises of temiierature are much less considerable. 

By plunging a patient into a bath whicli is only two degrees 
below his own temperature, I do not provoke the reflex vascular 
spasm that prevents the blood from coming to the skin to be 
cooled. The lowering of the temperature of the water is effected 
insensibly, and never transforms the bath into a cold one. 

What are the effects that result from baths administered ac- 
cording to the mode that I recommend i' An almost constant 
lowering of the central temperature, a refrigeration which varies 
according to the stage of the disease and the hour of the day. 
The cooling is, on an average, flve-tenths of a degree; it may 
sometimes amount to three degrees, I speak from an experience 
supported by the results of six thonsand baths. Some excep- 
tions should be mentioned. For instance, in certain patients the 
temperature is not reduced ; we even observe a rise of tempera- 
ture of one- to five-teiitlis of a degree. This anomaly is seen in 
certain very nervous women, and in certain men toward the end 
of the treatment, when the repetition of the baths has ended by 
developing in them an insurmountable repugnance and keen irri- 
tation. 

The elevation of temperature which takes place after the bath 
is slow; it is never a sudden rise. 

It is to be remarked that we succeed better in cooling the 
patient in proportion as liis temperature is higher, so long as 
his temperature remains between 37° and 40° C; but, on the 
contrary, with patients whose temperature is excessive, above 
40° and 41° C, the cooling is slighter in proportion as the tem- 
perature is higher. The lowering is less between 41° and 42° C. 
than between 40° and 41° C. Below 38° C. also, cooling is diffi- 
cult; a man in health is scarcely cooled at nil in a tepid bath. 

The differences in the lowering of the temperature in the baths 
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vary also according to the periods of the disease. In that stage 
where excessive temperature is the leading feature, and at the 
commencement, it is more difficult to cool the patients ; the aver- 
age fall is five-tenths ; later on it is six-tenths ; and in the fourth 
week, seven-tenths. 

There are also variations according to the time of day. The 
temperature of a typhoid patient rises from 7 o'clock in the 
morning to 3 o'clock in the afternoon ; then a diminution 
takes place, and after that another rise, the maximum of which 
is reached about midnight. From midnight to 7 o'clock it 
abates again, and the patient loses the excess of temperature 
that he had gained during the dsiy. It is between midnight and 
6 o'clock in the morning that the most important diminutions 
of temperature are obtained after tlie bath ; a fall of three degrees 
is often observed toward morning. 

Do the patients derive any other benefits from the baths be- 
sides the physical abstraction of heat ? Without doubt they do. 
In the first place the lowering of temperature resulting from the 
bath is accompanied by an improved general condition, as with 
quinine ; whereas with the diminution of heat obtained by means 
of antipyrin the general condition remains the same or grows 
worse. 

Other advantages also are obtained. When delirium sets in 
at the commencement, it abhtes after, at the most, three days of 
the treatment. There is no more of the real typhus stupor. The 
patients that are treated by the baths do not cease to understand 
what is said to them and to answer questions. 

' According to Skinner, one of my pupils who has written a 
ver}^ good thesis on the study of my system of baths, we find 
that the patients always take great interest in the variations of 
their temperature, and discuss among themselves during the bath 
the number of tenths of a degree noted before and after. 

The tongue remains moist, and if dry at the beginning of the 
treatment, this dryness disappears after a few baths. The teeth 
are not discolored. The complexion has not that earthy pallor 
that denotes the thorough poisoning of the sj^stem. It is white 
and often even pink in those patients that have a fine skin. 

Lastly, the need of sleep manifests itself after each bath, and 
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the patients enjoy sleep at night,— an unusual thingwitlitj'plioid 
patients. For this last reason I do not give batlis from 2 to 6 
o'clock in the morning, fov fear of disturbing tbis night-sleep, 
which is precious. Only in order to give the eight baths in the 
twenty-four hours, the intervals between them should be a little 
shorter from 3 o'clock to midnight. Amongst the advantages of 
the baths I may mention the rarity of eschars. 

But all these results are obtained from tepid baths in typhoid 
fever only. We have said that culd baths could be employed in 
pneumonia, erysipelas, and pleurisy. I tried in these diseases 
cold baths and tepid baths systematically cooled. I did not in 
these cases observe the salutary effects which are so evident in 
typhoid fever. 

Thus I do not think that this can be called a general antU 
thermic method. Perhaps, however, it would be applicable to 
certain hyperthermic forms of scarlatina and cerebral rlieuma^ 
tism. I cannot speak from personal experience on this point. 
I have, however, observed remnrkable resnlts from it in measles. 

Are there no disadvantages attendant upon this system of 
tepid hatha gradually cooled ? ^ 

We cannot attribute to them pulmonary congestion, which is 
neither more frequent nor more marked than with other modes 
of treatment, and wliich, on the contrary, very often decreases 
during the baths. Neither pneumonia, pleurisy, nor any other 
grave visceral lesion has been reported as resulting from the 
baths. But when the epidermis at last becomes puffy and 
macerated at the palms of the hands and the soles of the feet, 
we often find, in the ease of workmen, or in cases where the 
epidermis is very thick, that whitlows and accumulations of pua 
close to the nails form under the skin. Besides this inflam- 
matory complication, it is not uimsual to find, after a few bathe, 
a rather painful glandular swelling in the axilla, but never real 
adenitis. The bauds and feet must be watched so as to let out 
the pus as soon as it is observed, or we shall find tliat extensive 
inflammation of the lymphatics will soon ensue. However, these 
are accidents of minor importance. 

I discontinue the use of the baths in the event of intestinal 
bsemorrhage or pulmonary hepatization. When, in a female 
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patient, the menstrual period occurs during the course of typhoid 
fever, I do not generally find it necessary to interrupt the baths. 

I now come to an important point in the therapeutics of 
grave pyretic diseases, — the question of diet. 

In these disorders, and especially in typhoid fever, the secre- 
tions of the digestive tube are dried up or perverted. It seems, 
therefore, a priori impossible to feed the patients, and natural 
to condemn all attempts at alimentation. 

Milk, which is so easy to digest, and which from its fatty 
nature and its sugar seems so well adapted to keep up the strength 
of fever patients, and make up for the waste by combustion, is 
not without its drawbacks. It raises the temperature, and the 
urinary secretion is lessened. Tiiose who are in favor of a milk 
regimen order a large quantity to be given in typhoid fever so 
as to increase the urinar}'^ secretion. Now, when I give milk 
in any considerable quantity, I notice that it causes, through 
indigestion, an aggravation of the patient's condition. I there- 
fore maintain that all food should be rigorously withheld. But 
I give water in abundance, and water containing substances that 
are slightly nutritive and capable of introducing into the system 
certain mineral elements, under the form of meat extract, broth, 
and cereal extract. This latter was considered useful in fever 
cases two thousand years ago. The ptisan of Hippocrates was a 
decoction of barley ; strained ptisan was prescribed at the begin- 
ning of fevers, and ptisan that was not strained at the end. I 
give my patients an extract of meat and barley which contains 
mineral- elements that are calculated to repair the losses resulting 
from the disassimilation of mineral material in the cells. I en- 
deavor to prevent the waste of mineral matter, as it plays the 
part of middle-man in organic changes. Chloride of sodium is 
indispensable for the phenomena of osmosis ; phosphates are the 
mediums between the bases and the acids. 

To this regimen I add vegetable acids, in the form of lemon- 
juice, which introduces potass, and which is combustible. 

Lastly, I administer substances that are both plastic and 
combustible, — peptones. I give 50 grammes * per day, reckoning 
the dry peptone. These peptones, which are chemically pure 

* /,€., a little more than l}^ ounces of dry peptone. 
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and prepared lioneBtly,aiid are ver^' difl'erent from certain prtK 
ucla sold nudei' Uie same name in commerce, are, as we harejl 
Baid, plastic combustible subBtanras calculated to make ap fotm 
the waste of nitrogenous matter in tlie body. 

In tbe regimen of our tj'phoid patient another substance thntl 
figures as a combustible agent is fat in a form that can be tUt-M 
sorbet!, i.e., gjjcerin formed outside of the system ; for ire knoir*| 
that glycerin is one of the products of the division of fatty sub- 
stances in the duodenum. The patient absorbs every day 206 J 
grammea of glycerin, and yet is not pnrged. I only allow wilHF'J 
ill very small quantities. 

This is the whole of my system of dietetics. Thanks to Ifjf 
only a very alight loss of weight ia observed during the perio< 
of fever. The loss of weight is sometimes vil; it varies geib 
erally between 100 and 300 grammes a day up to the cOd of thill:- 
period, as far as the fiileenth day ; later on, at the moment of 3 
the crisis, and when convalescence is established, the loss mayj 
amount to 1 kilogramme per day for tliree to five days ; butijT 
from the third day after alimentation is resumed, the weight of 1 
the patient increases again. Several principles of this dietarj 
are applicable to the intense fever of certain chronic maladtee 
lii the acute pyrexia of very short duration, as in pnearaoniA 
the necessity for alimentation is not so urgent. 

I will now sum up briefly and didactically the rules for tlr» 
treatment of typhoid fever as I have just described it. Thessif 
rules may be classed nnder four main headings: the general 
antiseptic treatment, the intestinal antiseptic treatment, tlwl 
antithermic treatment, and the regimen to be observed. 

As soon as the diagnosis ia miide or suspected, I prescribed 

(fl) A purgative, to be repeated regularly every three day! 
(15 gmuimes of sulphate of m.ignesia). 

(6) Forty centigrammes* of calomel per day, in 20 doses a 
S oeutigr.arames (one every hour), are administered for four com 
secutive days. This constitutes the general antiseptic treatmen^J 

(c) The intestinal antiseptic treatment consists in mixinf^ 
100 grammes of powdered vegetable charcoal with 1 gramme of I 
iodoform and 5 grammes of niiplithalin. The whole is mlxi 

• 4U cenllBramracs equal 6.2 Eralns. 
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with 200 grammes of glycerin and with the 50 grammes of pep- 
tone that form the basis of nourishment. Tliis mixture forms 
a black, semi-liquid paste, which is taken in twenty-four hours 
in doses of a tablespoon fnl every two hours in a third of a glass 
of water. I wash out the bowels regularly every morning and 
evening by means of an injection containing 1 part in 1000 of 
phenic acid, each injection consisting of 50 centigrammes of 
phenic acid to 500 grammes of water. 

(d) From the first day the patient takes eight baths a day 
until he is completely cured, when the temperature varies between 
37° and 38° C. The baths are resumed if the temperature exceed 
37.5° C. I reserve quinine for cases in which, notwithstanding 
the baths, the temperature remains too high. The doses are 
2 grammes during the first two periods of seven days, 1^ grammes 
during tlie third period, and 1 gramme during the fourth and fifth. 
These quantities are administered in large doses — 50 centi- 
grammes — every half-hour. But I do not return to quinine until 
after an interval of three days. The signal for the employment 
of quinine is a temperature in the rectum of 40° C. in the morn- 
ing or 41° C. in the evening. Often the baths dispense with the 
use of quinine and constitute in themselves a sufficient system 
of antithermic treatment. 

(e) The diet comprises : broth cooked with barley and ad- 
ministered freely (1 J litres to 2 litres a day); glycerin (asso- 
ciated, as I have said, with charcoal, iodoform, and naphthalin, 
and also with peptones) ; lemonade made from lemons, with the 
addition of a little wine. This is certainly a complicated system 
of therapeutics ; it cannot be otherwise, as the indications to be 
fulfilled are complex. 

This systematic treatment, be it understood, does not exclude 
the treatment of certain accidents ; for instance, excessive or 
prolonged delirium by opium, peritonitic complications by means 
of ice or Neapolitan ointment. I have only discussed those 
symptoms that are common to all patients; for if, as has been 
said, we are to study the patients and not the disease, it is no 
less true that all patients show in their illnesses general features 
without which they would not have the disease at all. Why 
should I be reproached for employing a sj^stematic mode of 
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treatment F Is it iiol us imturul to contend eyatematicttlly witli 
excessive temperntui'e, infection, and self-poisoning, as it is to 
feed one's self sj'stematieaUy every day ? When I discontinued 
the batlis for some reason in the course of the illness, tbe tem- 
perature in the patients went up again to iO° and 41" C, and 
Bometiines they died. 

What results liave I obtained from my method ? 

Formerly the mortality from typhoid fever, in the cases that 
came under my notice, was 25 per cent. When I succeeded in 
neutralizing the intestinal poisons, it fell to 15 per cent., then to 
10 per cent,, when I obtained a snccessful intestinnl antiseptic 
treatment. It has fallen to T per cent, since I instituted tlic 
complete system of treatment, which was in April, 1884. 

This is II Ijetter result thun Liebcrmeister has obtained by 
cold baths. And I reckon the total mortality, including patients 
that arrive at the hospital at a very advanced stage of the fever, 
without having been treated at all, having, as I found in one 
case, a temperature of 42.6° C, and those who are brought to 
us already attacked with peritonitis through perforation ; I in- 
clude deaths that may be attributed to Inter complications, cases 
in which tlie treatment has been suddenly discontinued for some 
cause or other, and those cases in which the method has not 
been strictly carried out. Thus, in the beginning, when it was 
not possible for me to arrange for baths at night, in tiie case of 
one patient, the temperature, which had fallen during the day 
under tlie influence of the baths, rose in the night to 42° C, 
and the third night he died. 

The number of patients tJiat have been subjected to the com- 
plete treatment is now one hundred and twenty-nine,* out of 
which there have licen nine deaths, allowing a mortality of 7 

■At tbe Uate uf tbte publication (NoTOmber, 1S8II) the nnmber ol Dates of 
tn'lmiil 'ever treated b; M. B-iuehard's sMIf at tlie Lariboiaiare Hoafiltal arnce 
Aprtl 1, lS8i, iB two hiindroil and twenty-alji. out of whloli there have been tUirty-one 
deaths, ur » mnrtaJicy nf 11.7 pet eeiit. la tbls incroiBeil rote or mortality to be st- 
trlUnted to a cbanoe nccnmulaUon of eritlcnl cases, nr tfl a mnUDL-ation intiodoced 
lntothetraatmBnt,!iBlli:ylalcof liiamnlbbHTliiKbeensubBtltuliedrorCbecbarconl.aod 
tbfl puptoties baving been Buppreiuod aE3.lnsl b[» wiU, rlurliiR a uonsiderable jieriud T 
Bat In any rase 11.7 per cent, la low as compared with tbe Boncral mortalftjr In this 
bOBpital. Tbe lATllkolHitre Uoapitol bas been open a third of a centni?. and dnrinK 
that time tbe average tuortallt]' Li typhoid fever luu been 21 per cent. It la atOl 18 
pec cent, for the last bIi yea™. 
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per cent. The mean duration of the illness has been nineteen 
days. The frequent relapses which attack 20 per cent, of the 
patients have fallen to 10 per cent, in the last period. In fact, 
we have every reason to congratulate ourselves on these results ; 
and I am convinced that we have obtained them by attacking 
the malady wherever we find it vulnerable, in its primordial 
cause — infection, as in its necessary effects — poisoning, fever, 
and inanition. 



LECTURE XXIY. 

ACTO-IXTOXICATIOX EY BiLE. PATHOGENESIS OF JaUNDIGK 

The el em •; lit. s coDstitutiiitr biie. Experimental studies of the toric Dfttnre of 
bill Ml bill aud tilt: biliary salts. How the greater number of the elements of 
bik' becouiu iui-Tt by precipitation in the digestive tube. The rdle of the 
llrer as a protectiiiii: a^reut against the part that might be re-absorbed. 
When bile pa=<;>.-s into the blood, the white connectire tissues, by fixing 
the bilirubin, prevent it from injuring the other elements. The urine then 
draw.^ it off little by little. The biliary salts are gradually eliminated by 
the urine. The sudden iujirction of a considerable quantity of bile into 
the hhtcjii kills animals without producing jaundice. The slow injection of 
the same quantity of bile causes jaundice and does not kill. Influence of 
biliary retention on the hepatic cells and on nutrition. 

Before concluding the study of intoxication bj' the natuml 
poisons of the sj'stem, I will discuss poisoning by bile, or jaun- 
dice. This is a question that I have alread}* touched upon in- 
cidentally when, in speaking of urajinia, I had occasion to quote 
some of the data relating to the poisonous nature of bile. When 
once it is spread over tlie surface of the intestines, bile is found 
to be under very different conditions than when it is in the liver. 
The re-absorption of bile takes place, no doubt, with some in- 
tensit}"^ in the duodenum, but it is principally inoffensive matter 
that is rc-absorl)ed, and, moreover, if the noxious portion of the 
bile is rc-absorlK'd in any considerable quantity, it is again stopped 
by the liver and rejected into the intestines. In order, there- 
fore, to study fully the toxic effects of bile, we must examine it 
in the liver at the moment of its secretion. 

IJile is very abundant, being almost equal in quantity to the 
urine; its secretion is over 800 cubic centimetres in twenty-four 
hours; and it may even amount to 1200 and 1300 cubic centi- 
metres. It is a diffusible liquid, passing b}' means of exosmosis 
into tiie l)l()od ; it is rich in solid substances (from 10 to 16 per 
cent.) all cMpable of dialysis. Bile does not contain albumen; 
but mucin is found in it, and this gives it its viscosity ; it also 
contains cholesterin, which is erroneousl}* considered poisonous, 
us we find considerable quantities in atheromatous abscesses of 
(222) 
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the aorta ; olein, margarin ; coloring matter, — important from a 
toxic point of view ; the biliary salts and the alkaline soaps, by 
means of which the cholesterin is held in solution. 

Of the various coloring substances, bilirubin is the only one 
that we need discuss ; the others — bilifulvin, biliverdin, bili- 
fuscin, biliprasin, and bilihumin — are merely derivatives of bili- 
rubin. Bilirubin is soluble in water and in chloroform ; it 
gives rise to Gmelin's reaction when treated with nitric acid. 
This coloring matter is generally precipitated suddenly in the 
intestines, on contact with the acid chyme, which renders it 
insoluble and prevents it from being re-absorbed. We must 
take into account the biliary salts whose base is sodium, which 
is a non-poisonous base. The glycocholic and taurocholic acids 
of Lehman n, still known as cholic and choleic acids, are very 
unstable. Under the influence of potass and heat they generate 
cholalic acid, and, besides this, the first-named gives off glyco- 
col, and the second taurin. The biliar}' acids are also trans- 
formed, under the influence =of sulphuric acid, into choloidic acid 
and into glj'cocol or taurin, — a reaction which, upon contact 
with certain digestive juices, is effected in the intestines as in 
the test-tube. Finally, the cholalic and choloidic acids take the 
form, in the intestines, of an insoluble substance, viz., dyslysin, 
which is no longer injurious. 

The coloring matter and the biliary acids, which are both 
poisonous, becoming thus insoluble in the intestines, we need 
not wonder that, notwithstanding the quantity of bile poured 
into the intestines and the intensity of its re-absorption, no 
poisoning takes place, even when the kidney is only slightly 
permeable. But these transformations are neither immediate 
nor constant. In certain persons we find, even near the anus, 
bilirubin still intact, and biliary acids that have not undergone 
transformation, owing to tlie rapidity and intensity of the con- 
tractions of the intestines. ' 

Even in a normal state of health a certain quantity of the 
toxic matter may be re-absorbed in the duodenum. But the 
liver, as Schiff has shown, arrests these poisonous substances 
and restores them to the intestines or transforms them into 
harmless matter, 



234 



LECTURES UN AUTO-INTOXICATION, 



111 any case, the reality of t!ie toxic nature of bile, ^faicb j 
has long been believed in by the medical world, lias recently ' 
been experimentally established. According to ray experi- 
ments, from 4 to 6 cubic centimetres of bile are required to kill t 
in convulsions a living animal weighing 1 kilogramme, and, since 
the daily secretion of bile is about 1000 cubic centimetres, wa , 
must conclude that during every twenty-four hours a man 
maltes, by the activity of hia liver alone, an enormous quantity 
of poison, — enough to kill, in twenty-four hours, three men of his 
own weigUt, 1 kilogramme producing enough to kill more Ihaa 
3800 grammes of living matter. Man forms, in eight hours, 
enough poison to kill himself simply by his hepatic secretion. 
Now, in twenty-four hours the urine does not eliminate half the 
quantity necessary to poison a man ; the urine of two days and 
four hours would he required in order to do this. The volume 
being equal, bile is nine times as poisonous as urine ; in an equal 
period of time the biliary secretion represents a degree of toxic 
power six times as great as the urinary secretion. I have 
shown ttiat bile decolorized by carbon has one-third of the toxic 
properties of bile iu its natural condition. 

This leads us to suspect the toxic nature of bilirubin. We — 
M. Tapret mid myself — have demonstrated it by an intra-venous 
injection of this substance dissolved in water bytaeans.of a 
little soda. Bilirubin kills rabbits in a dose of 5 centigrammes 
per kilogramme. We found, moreover, that each of the biliary 
salts is only one-tenth part as poisonous as bilirubin. 

The urine does not carry away the whole of the poisonous 
matter secreted by the liver, therefore the greater part of this 
substance must be neutmlized in some part of the body. Even 
if the urine owed the whole of its poisonous nature to bile, the 
latter would have had to lose Sve-sixths of its toxic properties 
in some other way. 

This neutralization is effected in the intestines, in the liver, 
in the tissues, and in the blood. 

Schiff thinks tliat bile does not poison us, because the liver 
takes it back and rejects it, to take it back and reject it again, 
and that each time a smaller and smaller portion is absorbed. 
The true protection seems to me to be the precipitation of the 
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poisonous elements of the bile, — i.e., the coloring matter and the 
Baits, — whieh, when once precipitated, escape from absorption. 

I think, also, that the tissues play a certain protective rSle: 
they consume and transform the minute portions of bile which, 
having been absorbed, have penetrated into the general circula- 
tion ; they fix the bilirubin. The blood consumes the biliary 
acids. 

Is it the same when the bile is re-absoi'bed into the liver 
itaelff When, in consequence of an osmotic change, the bite 
passes from the biliary cell into the blood-vessels, the flow of 
bile extends to the general circulation, and is no longer confined 
to one region ; the protection of the intestines and the liver ia 
suppressed. It ia the bile in its entirety that passes from the 
liver into the blood, and not the part — which is unimportant, 
from a toxic point of view — which was re-absorbed in the intes- 
tines. 

The coloriug matter and biliary acids will circulate through- 
out the body. A part will escape through the kidneys, but the 
greater part goes to impregnate the tissues, the anatomical ele- 
ments, the normal and pathological humors. The skin, the con- 
nective tissue, the hepatic cells, the muscular fibres, the vitreous 
body, all the epithelial cells, the sj-noviul fluid, and the serous 
cavities are penetrated with bile. Upon examination, the ana- 
tomical elements give two reactions: that of Gmelin for the pig- 
ment and of Pettenbofer for the acids. This is what is asserted 
by clinical and pathological anatomy, but the appeuranee of these 
gross manifestations of the passage of bile into the blood is 
not immediate; emotional jaundice, if it exist, is a rare excep- 
tion. When we are quite sure of the precise moment of the 
stoppage of the bile, as in hepatic colic, in which it is indicated 
by pain, we may easily see that it is often twenty-four hours, or 
even more, before the icteric tint shows itself in certain mucous 
secretions and in certain parts of the skin. The urine is colored 
more quickly. How is it that so long a time elapses before the 
tint shows itself upon the person himself? This fact seems to 
contradict the data furnished by experiment. 

I make an intrii-venous injection of bile and bill the animal 
in a few minutes, without the skin having taken the jaundiced 



tinge or tlie urine luiviog been colored This is an experimental 
fact that contradicts clinical es(>erience. It has ereu been 
asserted that the intra- venous injection of bile cannot produce 
jaandicc* Fcltz and Ritter never socceeded in obtaining it. 

Yulpinn injected 250 cubic centimetres of bile into a dog 
alowly, the injection lasting three days; the animal became 
icteric. It is trne that dogs are often icteric normally. Never- 
theless, in Tnipian'a experiment the tissues and organs were 
tinged with bile, and the jaundice was certainly very pronounced. 

It is because bile is so poisonous that a sudden injection of 
bile does not produce Jaundice; death ensues before the tissues 
have had time to become colored. When, instead of bile, a 
solution of bilirubin only is injected, the five centigrnmmes of 
bilirubin that are sufficient to kill one kilogramme of living 
animal matter are also suQIciGnl to cause intense jaundice during 
the few minutes that elapse between the commeuccmeut of the 
injection and death. When the bile is suddenly introduced into 
the circulation, the coloring matter does not tinge the tissues. 
A piece of white silk, quickly plunged into icteric urine and 
washed immediately, is scarcely colored ; in this urine still more 
diluted it is colored in proportion to the duration of its immer- 
sion, and the urine is discolored. When the animal is suddenly 
poisoned, we must consider the quantity of soluble poison that 
can, at a given moment, produce an impression on the nerve- 
cells, also the time necessary for the fixation of the pigment on 
the white tendiuone and aponeurotic fibres, etc., in order to color 
them. In order to color a tissue, time is necessary, rather than 
concentrtitioti of bile. 

Once freed from its coloring matter, bile loses part of its 
toxic property ; thus, when bile is iujected, if the injection is 
suflloieutly slow, the white fibres, by fising the bilirubin, pro- 
tect the nerve-cells. During this time, the biliary salts escape 
by way of the kidneys or are consumed in the blood. We may 

• Vaughttii Hailey hw shown (Brtt Med. Jour., Ang., IBM) thM in Jnundioo, 
Dontraiy to the hlHiertD-flDtertaJned piitholi>giGBl doctrine, the bile which Etains the 
tkin anil dlBoolora theurliiaiB not absorbed Into tbe eonoral circalntf on hytlie blood- 
Oftptllarlcn. hat Bolely by the lymiibntic system of vessels, and that it does not reach 
the general olrcniatlon by the hepatic veins, bnt by tbe thoracic dact. Where tba 
tliorftelc duel Jut, hasn ItgnLured no hilu is found 1u tbe urlue or blood. A Bimllar 
vlliw la bold by Foster, lu Telt-b«olc ol Physiology, p. MO.— T. O. 
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thus, both exjie rim en tally and clinieallj, obtain icteric colorit- 
tion witliout poisouing, if the injection or re-absorption be 
alow. 

Clinically apedking, if all the bile secreted in eight hours 
were introduced suddenly into the blood, we should see F&tal 
nervous effects produced immediately. But as elimination is 
incessantly being effected through the kidneys, and us the 
fibres of the connective tissue are being incessantly colored, 
whilst the blood re-absorbs only gradually, nervous accidents 
are thus averted. The tissues serve to protect the organism 
against certain poisons. Experience shows us that the most 
intense form of jaundice, viz., black jaundice, does not kill, pre- 
cisely because the coloring matter, which is ten times more 
poisonous than the biliary salts, becomes fixed. 

Thus, in addition to tlie protection afforded by the liver and 
intestines, the system finds a protection against bilinry poisoning 
owing to tissues whicb, as regards functional importance, occupy 
the lowest rank among the anatomical elements, drawing off 
from the blood the greater portion of the coloring matter, in 
order to absorb it themselves. Lastly, the kidneys iilso take 
part in the elimination of the biliary acids ; we find, in the urine 
of those suffering from jaundice, sulphur incompletely oxidized, 
or in the form of sulphur componuds; this sulphur is derived 
from the taurin, and should be eliminated by the intestines. 

Notwithstanding this elimination through the kidneys, part 
of the biliary salts, passing through the system, affects the blood- 
corpuscles, the hepatic cells, the muscular fibre, the epithelial 
elements, and according as the kidney performs more or less 
perfectly its work of elimination it causes more or less rapid 
destruction of these elements. Sometimes only disassimilation 
is merely hastened, and emaciation is then rapid. Sometimes 
disassimilation is so rapid that the oxygen that is available 
ceases to be available for combustion ; fatty degeneration then 
results from the persistence of one of the products of the 
disintegration of the nitrogenous matter. 

Moreover, the retention of the biliary acids acts upon the 
hepatic cell, which itself undergoes fatty degeneration. Then a 
new effect is produced, the functional consequence of acute 
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atrophy of tbe liver, viz., BiippreBBion of tbe fliial processes of 
disasaimilntion. 

Tlie siibstauces disassimilated no longer undergo all tbe met- 
amorphoaca to which they are normally subjected in tlie liver. 
The matter that is decomposed no longer takes the form of ex- 
crement; tlie nlbiimiiioid substances remain colloid, instead of 
being crystalloid and therefore dialyaable. Urea, which is an 
eminently diuretic substance, diminishes ; the result is a diminu- 
tion of renal activity. Now, this is a. new danger, a fresh obstacle 
to elimination. Often also the kidney is affected on its own 
account by the cause that has produced jaundice,— an infectious 
malady, for esample. But this has to do with quite another kind 
of poisoning. The liver no longer makes bile, and yet it is not 
acholia that kills the patient. The poisoning is due to all the 
causes that are poisoning the system when the kidneys no longer 
net, and also to those substances that are ordinarily transformed 
by the liver into excrementitious matter. 

The greatest danger in jaundice is renal impermeability. On 
the other band, severe cases of jaundice may be cured if the 
kidneys remain permeable. 
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LECTURE XXV. 
Malignant Jaundice: Aggravated Jaundice. 

Importance of the functional and anatomical soundness of the kidneys from the 
point of view of the cure of jaundice. The various causes that often render 
the kidneys unhealthy in jaundice. Consequences of the tissues being im- 
pregnated with bile. The diminution and then the suppression of the hepatic 
functions : the influence of the stoppage of the functions of the liver on 
assimilation and disassimilation. Accumulation in the blood of the waste 
products of nutrition incompletely transformed and unfit for excretion. To 
auto-intoxication by natural poisons succeeds poisoning by anomalous 

poisons. The relation of the various accidents attendant upon aggravated 

jaundice : cholaemia, acholia, ursemia. The extremely poisonous nature 

of the urine of patients suffering from jaundice, so long as the kidneys are 
permeable. Iihportance of polyuria in the prognosis of jaundice. Distinc- 
tion between the aggravated forms of jaundice and the particular malady 
called malignant jaundice, or acute yellow atrophy of the liver, which is, 
perhaps, caused by an infective agent, and may be developed without 
jaundice. 

From what I said in the preceding lecture on the subject of 
the causes of the poisoning in jaundice, I showed that there are 
two poisons in bile, — the biliary salts, which have always been 
recognized as poisons, and a substance which, up to the present, 
has not been appreciated, from a toxic point of view, viz., the 
coloring matter. This is, I think, a new revelation in pathology. 
I wish also to call particular attention to the fact that, although 
in jaundice a considerable quantity of poison enters into the 
system, nevertheless, in the great majority of cases, this intro- 
duction of poison is not followed by death, as the organism is 
doubly protected. 

In the first place, the kidneys carry off part of the pigment 
and the biliary acids and their derivatives ; therefore the urine 
becomes poisonous, and I have found that jaundiced urine kills 
in the proportion of ten and even seven cubic centimetres per 
kilogramme of the animal. On the other hand, the fibres of 
the connective tissue fix the most important of the poisons of 
bile, the coloring matter. The tissues, by becoming colored, with- 
draw from the circulation, in increasing proportion, this poison, 
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and exercise gradually a sort of condeiiaing powei-. Neverthe- 
less, notwitha landing this double protection, we observe, even in 
mild caaea of jaundice, as tlie firat signs of poisoning, — slowing 
of the pulse, pruritus, nasal hemorrhages, and rapid emaciation. 
If the kidneya become less permeable, the conditions of poison- 
ing increase. Now, the kidneys often act insufficiently in jaun- 
dice, frequently through a eauae that is independent of and 
anterior to the jaundice itself. Nephritis may supervene and 
aggravate the malady, resulting often from the same cause that 
has produced the jaundice,— an infective agent. The liver also 
may become disordered, like the spleen and the kidneys, owing 
to infectious agencies having reached it. Lastly, the impermea- 
bility of the kidnej'S may be the consequence of the jaundice 
itself altering the epithelial cells. The consequence of the im- 
permeability of the kidney is the retention of the coloring mat- 
t-er and of the biliary salts. The biliary impregnation of the 
red corpiisules, the hepatic cells, miiacniar fibre, epithelial cells, 
and the vascular membranes causes destructive modificationa in 
all these elements. 

Disassimilation is more rapid or is affected by anomalous 
processea. The destruction of the cellular elements takes place 
either totally or by fatty degeneration. We note a diminution 
in the number of corpuscles, which are swollen and spherical. 
The serum contains btemoglobin in solution, not modified. The 
heart, which is altered in its structure, loses some of its energy ; 
its beats are at first slower, and then feebler and more frequent. 

Then atrophy of the liver may set in. Atrophy of the liver 
is characteristic of one form of jaundice, but does not belong 
exclusively to it, and it may occur even in cases which pass 
from the benign to the grave form. We note at first a gradual 
diminution, and finally suppression, of the hepatic function, 
which consists in ti-anaVorming the materials of disassimilation, 
as well as those of assimilation. 

We must not forget that the liver has a double function. On 
the oneband, it has to develop the matter absorbed from tiie intes- 
tines — sugar, for instance — in order to form glycogen ; if this 
work cease, the organism is deprived of a substance that is 
indispensable to it. On the other hand, the liver has to com- 
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plete the development of the materials produced by disassimila- 
tion ; before they pass into the excretory passages, colloids 
should be converted into crystalloid dialyzable material. 

Thus, when atrophy of the liver sets in, the repair of the waste 
of tissue is interfered with, and there is an accumulation of the 
matter produced by disassimilation, which has not been able to 
pass into the state for being excreted. The proteid substances 
no longer reach the state of urea; therefore, the urea diminishes. 
Now, this is the most important physiological diuretic, forcing 
the water to pass away through the kidneys and to carry off at 
the same time the other solid excrementitious matter. 

While these modifications are taking place in the natural 
chemistry of the liver parallel chemical modifications of the 
blood are also going on. An accumulation of leucin, tyrosin, 
xanthin, and hypoxanthin is produced in the blood and in the 
tissues. These same substances consequently appear in the 
urine; and besides other substances, the greater number of 
which are little known, we find in the urine imperfectly-formed 
albumens, which have not the normal point of coagulation by 
heat, and which act differently when treated by chemical reagents. 
The kidney is not constructed for the elimination of these 
bodies, but, nevertheless, they force their way through the renal 
barrier. 

The biliary function, also, of a liver which is being destroyed 
by jaundice is soon diminished or suppressed. The liver be- 
comes incapable of forming the pigment and the biliary acids, ^so 
that the jaundice itself may diminish, and even disappear ; the 
biliary pigment decreases in the urine, and at a given moment, 
in patients that were at first poisoned bj^ bile, biliary poisoning 
is suppressed. We no longer find in the urine biliary acids 
or compounds of sulphur, or the incompletely-oxidized sulphur 
derived from them. 

When we administer to a patient suffering from acute atrophy 
of the liver a substance which, under normal conditions, should 
undergo certain metamorphoses in the liver, — substances which, 
like naphthalin, fix the sulphur radicals, — we find that the 
elaboration of this body — say, naphthalin — is not accomplished 
according to the normal processes. Instead of being eliminated 
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in the form of uaplit!iyl-8ult>hite of soda, it is found — in cholera 
putients, for irstaiice — in tlie urine, in a form ■which is as yet 
undefined, notwitlistanding M. Rosenstiehl's researches ; it gives 
rise to a particular coloring matter, of a purple-violet tint, 
einiilfir to that of permanganate of potash. I Lave observed this 
coloration, which is due to an anomaly in the elaboration of the 
naphthalin, in acute atrophy of the liver and in two cases of 
typhoid fever. Thus, wlien the liver is destroyed, disassim- 
ilated substances are defectively elaborated ; the chemistry of 
malignant jaundice confirms this, and this particular case of the 
anomalous elaboration of naphthalin in acute atrophy of the 
liver and cholera furnishes a still better demonstration. 

Besides the disorders resultiug from the suppression of the 
liepatic functions in malignant jaundice the kidneys, ifnot already 
disordered, soon laecome so. in tlie same way that lead, silver, 
mercury, and cantharides, when being eliminated, cause trae 
toxic nephritis, so do the biliary poison and the poisons fabri- 
cated in a secondary manner, by imperfect disasaimilation, during 
their elimination, produce renal changes. This is, then, a fresh 
hindrance to renal ejection, and a new cause of the retention of 
poisons in the system. Lastly, the vessels also become affected ; 
extravasations are produced, and in some cases, which cannot be 
called exceptional, renal hremorrhage still further increases the 
impermeability of the kidneys. Thus, while the chances of 
biliary poisoning diminish, causes of secondary poisoning appear, 
which continually increase in consequence of the renal imperme- 
ability, the anomalous elaboration of the liver, and the alteration 
of all the cells of the body. 

Auto-intosication by natural poisons is succeeded by self- 
poisoning by oilier morbid poisons. If objections are raised to 
this singular complexity of the phenomena, if I am blamed for 
substituting for the too simple and natural idea of the patho- 
genesis of the serious accidents attendant upon jaundice, owing 
to the action of the biliary salts, that of the train of processes 
which take place one after tlie other in natural sequence, I shall 
answer that not a single link in this chain can be shown to be 
false, and that the truth of each separate detail can be established. 
Only the degree of their subordination is left in doubt. 
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Now, with regurd to jaundice that lins become serious, we 
arc obliged to appeal Ix) this successioD of the yarioiis processeB. 
I cannot affirm positively tiiat such and such a succession is the 
absolute order of facts, but I firmly believe tbat they all play an 
important part, and I am inclined to believe that the order of 
complications is as follows ; Biliary poisoning (cholffimia) ; cell- 
degeneration, particularly alteriition of the bepatic cells; atrophy 
of tbe liver and suppression of its functions (aeboiia), — renal 
changes from Yarious causes, ending in renal inadequacy ; Listly, 
self-poisoning, of a mixed nature, through acholia, — i.e., through 
the retention of anoraalous toxic products ; and through iiriemia, 
— i.e., through the non-elimination of the normal toxic products, 
which should be carried off by the urine. 

This urtemic element cannot always be compared with oi-di- 
nary urieinia; it cannot be uraemia from an alimentary cause, 
the patients being scarcely nourished at all ; nor can it be poison- 
ing from re-absorption of bile, since the latter ceases to be 
secreted; the putrefactions of intestinal origin certainly con- 
tribute to it as one cause, but it is principnlly a poisoning by 
the normal or abnormal refuse thrown off by intense disassimila- 
tion, setting free potass, — which is quite capable of poisoning 
and of causing convulsions in a large number of cases, — and also 
organic matter iuconipletely elaborated. Thus, the greatest 
danger in severe Jaundice is the impermeability of the kidneys. 
If the kidneys remain permeable, the patients discharge urine 
that is intensely poisonous, and which has a great tendency to 
cause convulsions. This urine, even when decolorized by carbon, 
retains its convulsive power ; it is sufficiently powerful to kill 
animals in opisthotonos, as if they were poisoned by the potass 
that has been sent in excess into the blood through the exag- 
gerated disassimilation of the tissues. If the kidneys are no 
longer permeable, the urine will no longer have this convulsive 
power, but the patient will be poisoned and have the con- 
vulsions. 

As long as renal impermeability is not manifested, the prog- 
nosis may be reserved in severe attacks of jaundice, and complete 
recovery is possible. In certain cases, after having observed 
the hepatic dullness diminish every day, we then see it return by 
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degrees to its original limits, showing tliat tiie liver has regained " 
its voluroo in the space of a few weeks or a few daj's. I have 
personally remarked two instances of this kind. Tlie severe 
janndice was not then complicated by renal lesions ; the polyuria 
I'einained constant, and from three to four litres of urine were 
secreted daily. Is all tlmt I have said upplicahle to the partic- 
ular malady which Rokitausky has called acute yellow atrophy 
of the liver? to the form of severe jaundice described i)y Ozanam? 
to the typhoid jaundice of Lebert ? to the essential hsemorrhagic 
jaundice of Monneret, or tiie esaentially-gi'ave jaundice of Genon- 
ville? I do not tliink so. Wliat I have said applies to simple 
attacks of jaundice that have become severe; moreover, these 
nre perhaps tlie most common class. 

According to Frerichs, the primordial cause is atrophy of 
the liver, which, by vitiating the elaboration of the various 
kinds of matter, produces all the other complications. Other 
hypotheses have been proposed. We need not discuss jaundice 
proceeding from the suppression of the hepatic function, no 
more than jaundice from polycboHa or from too great activity 
of the hepatic function, the jaundice in these cases being only 
alight, of short duration, or absent. At least, there have been 
as manj' theories formed about severe jaundice as about urtemio. 

Buhl's theory is, that severe jaundice is the result of 
cerebral cedema ; that, elimination of water by tlie bile being 
suppressed, hydremia ensues, and then cerebral (edema. Can 
we admit that the 800 or 1200 grammes of water in the quantity 
of bile formed daily can produce such effects when we know that, 
normally, the intestines re-absorb half or two-thirds of this 
water ? 

Urtemia alone is to be considered the cause, according to 
anotiier opinion. I liave taken it into account, as you know, but 
we can only trace its terminal complications. There only, then, 
remains ncholia,— the suppression of the part played by the liver 
in disassimilation ; this is Prerich's theory, and I believe it to 
be the correct one. 

But what can produce the atrophy of the liver? Everything 
tends to show that it is the consequence of a general infective 
malady, not only because infectious agents have been found in 
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the fluids and the tissues, but because at the same time we find 
fever, purpura, a polymorphous erythema, scarlatiniform, cir- 
cinate, and globular eruptions on the skin, the pharynx, and the 
palate, and because an acute nephritis exists, with parallel 
determinations to the various viscera. 

Jaundice does not necessarily supervene in acute yellow 
atrophy of the liver, but it may form a connecting link between 
the destruction of the hepatic cells and the appearance of a 
nephritis, which adds to the symptomatic list its own contingent 
of accidents traceable to uraemia. The study of severe jaundice 
thus serves as an introduction to .the study of poisoning by 
anomalous products. 




LECTURE XXTI. 

The Toxic Naxuee os Patholooioai, TJrines. 

CaTUea of dealh lu iDreoUaiu dlscaees. Examination of the polEnna in tlia UeaucB 
of antoinla tliat liave died from Infection. The toxic uatnre of the nrine !□ 
let*niiB. Special ehB.rac(«ri6tics of the toiieltj of the urine in feyere ; coo- 
volsive properties. The part jitaycd by poisoulu); tu the ataxo-odynitmlc 
accideuts of fevera and in the death-struggle. 

We know that in the course of infections diseases there exists 
a perversion of the nutritive processes, more particularly in the 
function of the liver-cells. Under the influence of the disease 
we note the appearance in the urine of anomalous material, the 
products of iroperfect disassimitation, colloid substances, and 
modified albumens. 'We find drugs uudcrgo unusual trans- 
formations, naphthaliu, for instance, being eliminated without 
having entered into combination with sulphur. Some of these 
anomalous products may be poisonous, but this is only a matter 
of conjecture, requiring demonstration. This task is not an easy 
one, and often ends in a negative or doubtful result. 

I have long endeavored to find the substance -ffhich causes 
death in infectious diseases. If, in certain cases, death may be 
attributed to the withdrawal of oxygen from the blood, as in 
charbon ; to capillary obstructions in the more important organs ; 
to septic foci being established by the infectious agents passing 
out of the vessels, the explanation, in the majority of cases, lies 
in poisoning, I have found hardly any trace of those poisonous 
substances that are well known, especially in infections of diges- 
tive origin,— surface infections. I found that the alkaloids were 
increased, but that they could only account for a very small part of 
the auto-iiitoxication. I have searched for this poison in gaseous 
gangrene. Charrin has iilso endeavored to find it while studying 
the form of septicsemia that will in future bear his name. 

Extracts were taken from all the organs of five animals that 
had died of septicemia. These extracts were injected into 
healthy animals and produced poisoning, but with extracts from 
(236) 
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the organs of hcalthj aiiimalB we &lao obtain poisoning. Does 
not the destrnction of the ftuatomical elements allow substances 
to become free tbat are held iu the living cells hy the forces of 
tension f The normal poisons have thus prevented the discovery 
of the anomalous poison. Amongst the substances tbat may be 
suspected we have particularly studied the alkaloids. We have 
extracted alkaloiils from the bodies of animals that bave died 
of InfectiouB diseases ; but wc also find alkaloids in the tissues 
of healthy auimala, althougb, perhaps, in smaller quantities. 
However, the quantity of alkaloids extracted from the bodies of 
five animals that had died of aepticEemia was not suiflcient to 
produce poisoning. We have not, therefore, succeeded in finding 
the morbid poison tha,t kills in infectious diseases, but these 
negative results do not alter tbe fact that we must admit the 
existence of sueb a poison in these cases. How, for instance, 
can we explain the fact tbat gaseous gangrene, which is so emi- 
nently infectious, but which only produces local anatomical 
injury, without embolism or any inflammatory process, can 
cause death, tf it is not tbat, simultiineously with the production 
of cedema, a poison is fabricated which kills tbe higher elements 
of the system ? This is mere hypothesis, it will be said. Yes, 
but hypothesis that is almost necessary. 

Not having been able to select one single poisonous substance 
that could really be considered capable of producing the effects 
referred to, I endeavored to study tbe poisonous element as a 
whole, taking all the poisonous substances in tbe eliminating 
liquid, — tho urine. By proceeding in this manner, I arrived 
at results that seemed to me to be convincing. 

A patient attacked with tetanus passed no urine for two 
days. M. Labbe collected the urine when it re-appeared. On 
being injected into tbe veins of an animal, it produced mild 
tremors after the sixth cubic centimetre ; myosis appeared ; the 
pupils were punctiform at ten cubic centimetres. From twelve 
cubic centimetres there were violent tonic spasms and convul- 
sions up to the thirty-fourth cubic centimetre; death then en- 
sued from opisthotonos. Is not this almost a complete repro- 
duction of the symptoms of tetanus? We then thought that 
the urine contained a convulsive poison, which was the cause 
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of the tetanic eonviilsioDs, We wpre half incliiied to see i 
tliis the confirmation of the infectious natni'e of tetanns. This ' 
theory wiih very tempting. But when we stuiiied the tosio . 
properties of the nrine in pneumonia in eix cases, we found 
at once that it is more poisonoua than normal urine; it la 
capable of killing in the proportion of nineteen cubic centi- 
metres per kilogramme of the animal, aa a minimum, the average 
proportion lieing thirty-eight cubic centimetres. Wo observe in 
the animal the ordinnry signs of poisoning by normal urine, — 
myosis and lowering of temperature ; but, besides these symp- 
toms, we get tonic convulsions absolutely similar to those pro- 
duced by the urine of a patient suffering from tetanus, spasms 
with lasting muscular rigidity, and, finally, death from opisthoto- 
nos. The urine of patients suffering from pulmonary spleniza- 
tton killed animals, when injected in quantities of twenty-two cubic 
centimetres, with the same convulsions. In typhoid fever, at its 
commencement, before intestinal antiseptic action has yet been 
effected, I have seen the urine produce only those toxic phe- 
nomena that belong to normal urine, — no convulsions, very little 
pupillary contraction, narcosis ; death ensues at fifty, sixty^ and 
seventy cubic centimetres. 

In lead poisoning, sixty-aix cubic centimetres of urine per 
kilogramme have produced death without convulsions. In leu- 
cocythiemia the urine has caused death in convulsions at fifteen 
cubic centimetres. The urines of those suffering ft-om jaundice 
cause death with convulsions ; the fatal result might in this caae 
be attributed to the substances of biliary origin, the acids, or the 
coloring matter; but I have reason to think that death is due to 
another cause. The urine of albuminuric patients not suffering 
from urtemia causes death at fifty-four cubic centimetres without 
convulsions. The urine of those attacked with urEemia is no 
longer poisonous. 

From all tliese experiments it follows that in certain chronic 
diseases the toxic nature of the urine is the same as when it ia 
in a normal condition, and that the symptoms are the same as 
those produced by normal urine ; but in the greater number of 
pathological urines, and in that of all feverish diseases, we find an 
increase in the normal degree of toxicity, and also new toxic 



CONVULSIVE PROPERTY OP FEBRILE URINES. 239 

properties, especially the power of producing convulsions. The 
urine of fever patients has all the characteristics of normal 
urine, with less somnolence and with the addition of convulsions. 
The convulsive tendency is no doubt present in normal urine, 
but as long as the convulsive poison and the narcotic poison are 
in conjunction the latter annihilates the former. It is possible 
that normal urine might be capable of producing convulsions if 
the narcotic poison were withdrawn. Thus, the injection of the 
urine of those suffering from disease produced neither the repe- 
tition of the symptoms of the disease nor the reproduction of 
the disease itself. Nevertheless, I once found that the urine of 
a patient suffering from phthisis produced tuberculosis. Lan- 
douzy quotes a similar case, and Toussaint also. Before that 
occurred, he had observed the reproduction of charbon by inoc- 
ulation with the urine, and Charrin succeeded in reproducing his 
septicaemia by the same means. But we reproduce, by the injec- 
tion of urine, those infectious diseases that can be transmitted to 
animals, and in which the infectious agents are eliminated through 
the kidneys. What I thought to obtain by the injection of these 
pathological urines was not the transmission of the disease, but 
the reproduction of some predominating symptom. I did obtain 
an anomalous symptom, but this was produced indiscriminately 
by the urine of tetanus and that of pneumonia. In the case of 
diseases that are not infectious, or those in which the microbes 
are not eliminated through the kidneys, how can we explain the 
greater toxicity of the urine and that special convulsive property 
which we find is common to nearly all febrile or consumptive 
diseases ? 

Has the disease, by perverting nutrition, generated poisonous 
substances? In pneumonia, is some alkaloid or other poison 
formed ? This question is at present unsolvable. Moreover, if 
we admit that special toxic substances are formed by the disease, 
how can we explain the fact that all diseases shall produce the 
same convulsive poison ? Another hypothesis is that the patho- 
logical urines owe their toxic nature to certain normal poisons 
produced in superabundant quantities. Several substances pro- 
duced by normal disassimilation may cause convulsions. If 
alimentation is suppressed in feverish diseases, disassimilation is 
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increased. The weight of the body sometimes diminishes several 
kilogrammes in twenty-four hours. Now, the destruction of the 
tissues sets free potass, a substance that causes convulsions. In 
typhoid fever the urine, which is only slightly toxic at first, when 
matter is being slowly destroyed and the weight of the patient 
is scarcely diminished, becomes decidedly poisonous at the period 
of convalescence, when rapid emaciation takes place. This is 
one argument in favor of the hypothesis in question. 

The coloring matter is increased in the urine of fever patients ; 
for instance, from six to sixty and eighty in twenty-four hours. 
Now, highly-colored urine causes contraction of the pupil and 
convulsions ; on being decolorized by charcoal, they lose their 
convulsive projwrty. However, the convulsive power of certain 
pathological urines does not disapi)ear from them under discolor- 
ation, which proves that, in these cases, the convulsions are due, 
to a large extent, at least to potass, and not exclusively to convul- 
sive organic matter. Is it not a striking fact that febrile urine, 
in which the coloring matter is from ten to twenty times as abun- 
dant as in normal urine, becomes so intensely convulsive ? We 
also note in fever a diminution in the salts of alimentary 
origin, — chloride of sodium, for instance. Potass, on the other 
hand, is doubled or trebled. In short, then, what fever does is 
to pour iu excess, into the blood and the urine, potass and color- 
ing matter, or at least toxic substances which are habitually asso- 
ciated with coloring matter. Now, potass and coloring matter 
are powerfully convulsive ; I am, therefore, inclined to think that 
the urine, in a^sute diseases, owes its toxicity not to a 8i)ecial 
poison, but to cci'tain normal poisons in excessive quantities. 
Febrile urine produces the same phenomena as normal urine, 
only more quickly, — myosis, polyuria, lowering of temperature. ' 
Somnolence appears very tardily ; the effect of the narcotic sub- 
stance is diminished, it being overpowered by the convulsive 
poison. The latter, when produced in excess, quickly manifests 
its power, which, under normal conditions, is concealed by the 
narcotic poison. 

How is it that these substances, which render the urine 
poisonous, do not poison the patient? Precisely because the 
urine is poisonous, — i.e., because it carries off the poison. But 
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if the kidneys begin to work defectively, complications appear — 
convulsions, the final ataxo-adynamic phenomena of every dis- 
ease — which may result not only in secondary nephritis, but also 
in an insuflSciency of urine during the death-agony. The death- 
struggle is a form of poisoning, as all the signs observed in the 
dying testify, from the pupillary contraction which appears at 
first to the final convulsion and the last throe. 

16 



LECTURE XXVII. 

Pyocyanic Disease. Poisoning Accidents in Diabetes. 

Do pathological poisous really exist ? Pyocyanic disease. The researches of 

M. Charriu. Can sugar become a poisoning agent in diabetic subjects? 

Dehydration is the cause of nearly all the accidents of diabetes. Aceto- 
nsemia. Diabetic coma. 

Having been led by theory to seek for one poisonous substance 
in disetise, I have found, in the organism of patients, substances 
which may be poisonous, but they occur in such proportions that 
it is impossible to attribute the poisoning to them under ordinary 
conditions. Seeking for a morbid poison I have only been able 
to find the normal one. 

In pyretic diseases, or those of a rapidly-consumptive nature, 
I have found that the coloring matter produced in excess, and 
])otass, liberated by the too rapid destruction of cells, both having 
convulsing properties, may cause poisoning if the kidney 
become impermeable, whether it is attacked with nephritis or 
whether its action is suspended as in febrile or agonic oliguria. 
During the last phases of disease, we may observe the appear- 
ance of the signs of poisoning that are characteristic of coloring 
matter and potass. 

Under these circumstances the poisoning has certainly been 
prepared indirectly by the disease, but there has been no special 
poison fabricated by it. The fact of knowing that the lungs no 
longer act, or that the temperature is too high, when we see 
ataxo-adynamic accidents set in, does not give us the right to 
speak of pneumonic poison, tetanic poison, and so on. We see 
simply a phase of ursemic poisoning, with this distinction, that 
the poisoning is produced by exaggerated disassimilation, and 
that it is retained in the blood through the inadequate action of 
the kidne3's. 

This does not mean that there are not in certain maladies 

true morbid poisons, engendered b}'^ the normal life of microbes 

or the diseased life of human cells. But the difficulty is to 
collect and isolate these poisons. 

(242) 
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If this subject could be studied like tlie pathogenic agent 
of blue pns, it could perbapa be more easily explaiued. Blue 
pus is chiiracterized by two things, — a body baving tlie chemical 
characteristics of the allialoids, and whieb baa long been recog- 
nized, viz., pyocyaniue ; and a microbe, a mobile bacillus, which 
produces tliia substance, and which is mentioned by Oesaard. 
The microbe is easily recognized, since the blue color of the sub- 
stance that it fabricates betrays it wherever it is met with. The 
blue is completely fixed by chloroform ; afterward, in the pres- 
ence of acidulated water, the chloroform is discolored and the 
water talies a roseate tinge. By this reaction we can always 
recognize this oi^anism, which develops rapidly and resists the 
action of all the other ferments. 

Taking advantage of this characteristic, M. Ciiarrin lias made 
experiments in inoculation and injection with liquid cultures. 
Clinical surgery has shown tliat blue pua, when brought into 
contact with a wound, does not produce infectious accidents; 
but, it may he asked, what wonld happen if it forced its way 
through the barrier of the tissues? This hypothesis baa been 
answered by the injection into the veins of pure " culture 
liquids" containing both the microbe and pyocyanine. The 
subcutaneous injection eeema harmless, but an animal that is 
subjected to au intra-venous injection of 1 or 2 cubic centimetres 
of liquid, prepared in this way, becomes feverish and ceases to 
eat ; it may be attacked with intense albuminuria and diarrlicea ; 
it becomea emaciated and ill. We must mention that a certain 
number of rabbits prove refractory, and that often considerable 
doses are required in order to succeed. Is this malady of an 
infectious nature? We know that microbes are eliminated 
by the urine and fffical matter. But are they still alive? 
Yes; since we observe, simultaneously with their presence, the 
reaction of pyocyanine in the liquids impregnated with these 
a ub stances. 

We may push the question still further, and, by treating the 
bacillus and the chemical subatance separately, we may endeavor 
to ascertain their respective rSlea in tiie mechanism of the dis- 
ease. We withdraw the microbes from the liquids in which 
they have been cidtivated, employing for. this purpose either 
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lieut and ftltration or filtration by means of the tested CUamber- 
land cyliiiderB ; * we llnd i a the filtered liquids all the reactiona of 
pyocyanine, ami we can, moreover, make sure by cultivation tliat 
tlicBO liquids no longer eontaia any mici-obea. If, under these 
conditions, we injuct into tlie veins of a rabbit the filtered 
liquid, which is rioh in pyocyanine, we find that the toxicity of 
this liquid ia comparatively sligbt, whether we inject successive 
quantities for several days, or whether we inject at once 60 
cubic centimetres of the liquid. The animala, upon receiving 
those injections, which are made autiseptically, show only transi- 
tory elfects, and in some cases can be cured ; whereas, when the 
same liquids, containing microbes, are injected in the same 
animals, these animals, as I have said, become diseased and 
generally die. We are thus led to think that in the development 
of this experimental disease, while taking into account the action 
of the cliemical substance, we must also consider tbe material 
lesions, nephritis, enteritis, etc., which seem to be created by 
tbe microbe itself. To speak of nephritis only, for instance, we 
do not always produce it in a lasting form, by injecting into 
a rabbit, in a certain quantity, crystallized pyocyanine, or a 
liquid containing pyocyanine deprived of microbes; whereas, 
when we inject a liquid culture containing microbes, if the animal 
survive a certain number of days, nephritis is established perma- 
nently, and microbes are found in the blood, the kidneys, and 
the urine. Under these conditions the blood, the kidneys, or the 
urine, on being treated, show tlie presence of pyocyanine. It 
is, therefore, from these experiments, probable that the microbe, 
besides its possible chemical action, produces a traumatic efi'ect 
on the kidneys and causes a nephritis, wliich then acts on its 
own account, and places the animal in the position of a patient 
attacked with Bright's disease, f 

■ See WUuou's HyEiena, p.ige 232. 

t The results Indicaled were ubl^ned bf eipertiaente oa the rabbit : ve are not 
Bpeftklng of those that can be obtiilDed upon other anlniala,— tlto giilaea-plg, for 
iDBtaDoe.— aud by ytuylng the modes of introductiun. The (eaulla in these uuses 
may bo different, a,nd thla is not surpriamg, ainca the eonditlone of the exportment 
are changed. M. CbairiD ia of opinion t^iat fresh reservations sbonid he made as 
Tetcarda the rCle of the chemical substance. Recent experimenta bate shown him 
that the pyocy&iiine bacillus could lire under certain conditions withont gener- 
ating pyocyanine llscK. It ia, thetefore, posaihle that In the animal a body ia formed 
whloli is mure or lees like pyocytmine, hut posaessoa a different degree of toxicity 
iuid aata diff ereuUf , 
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We must now enileavor to find out whetlier the poisons are 
produced in consequence of a disordered state of tbe general 
nutrition. 

Aa regards sugar, t lie formation of whicb is considered by 
certain physicians as the result of a disordered state of nutrition 
of the liver, can we look upon it as a poison ? Not in my opinion. 
Sugar is not essentially poisonous ; it only becomes injurions by 
its quantity. If it is not consumed, transformed, or destroyed 
liy the organs, it becomes a poison like carbonate of soda, which, 
in excess, may become poisonous although it fonns an integral 
part of the blood. As long as the blood contains only one in a 
thousand of sugar, the system is not appreciably affected; but 
above 3 per 1000 {BernardJ or 5 per 1000 (Pavy) the efiects 
of poisoning ensue, and a special pathological condition is 
established. 

One of the flrst symptoms of excess of sugar in the blood is 
glycosuria, which does not exist when there is only 1 per 1000 
of sugar in the blood. When this proportion is increased, tlie 
hyperglyciemia deranges the quantity of the urine. In fact, 
when sngar is eliminated, it carries away its equivalent of 
water of diffusion, which is in the proportion of 7 parts of 
water to 1 of sugar. Under normal conditions, the blood does 
not allow itself to be dehydrated ; when it gives np a portion 
of its water, it recovers it immediately by drawing it from 
the plasmas and the elements of tlie tissues. The blood cannot 
have less than its normal percentage of water; in order to 
supply the renal secretion, it must be incessantly receiving 
water, which is either conveyed to it by drinking, or which it 
draws from the tissues and especially from the plasmas, which 
represent in weight a third of tiie economy. If the water 
obtained by drinking and the water from the plasmas fail to 

Lkeep up tlie required supply, under any other circumstances than 
tlie case of hyperglyeoemia tlie renal secretion could be dimin- 
ished or suppressed. But as long as there is in the blood water 
and sugar in excess, there is produced a glycosuria accompanied 
by the water of diffusion due to the sugar ; when the glycremia 
is intense, the sugar, which must necessarily be supplied with 
its equivalent of water of diffusion, dehydrates more and more 
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tlie pi a sums and the tissues. O116 of the primary effects of poisoa- 
ing by sugar is, tiaerefove, the extraction of water from tlieajstem. 
Then a mocJiflcation is produced in the phenomena of osmosia; 
the sugar, having rendered the bloofi more dense, becomes a fresh 
medium for the elements of the system, and is thus another cause 
of the abstraction of water from tlie pJasmiis. We find the gens&- 
tion of thirst appear. A diminution ensnes in the aptitude of 
the water to leave the blood ; the pulmonary exhalation dimin- 
ishes as well as the cutaneous exhalation. 

Under normal conditions one-third of the total quantity of 
water that passes out of the ayatem is eliminated by the InngB 
and the skin. In a diabetic sultject, according to Biirger, these ■ 
emnnctoriea only eliminate one-twelfth. 

Among the consequences of this dehydration of the tissues, 
we must note diabetic cataract, which has been demonstrated 
by an ingenious experiment performed by M. Lecorchd This is 
the explanation that is gcuerally admitted ; but in reality the 
crystalline opacity which is produced experimentally by de- 
hydrating the body by means of sugar or salt is not cataract; 
it disappears wlien the tissues have regained their normal per- 
centage of water. Diabetic cataract, on the contrary, is per- . 
manent, and we not infrequently see it developed in patients', 
that are suffering from oidema, in which case there is no question ■ 
of dehydration. 

Aa the results of the derangement of the nutritive proeeBsea, 
we note the appearance of anomalous products of disasaimilation, ' 
anomalous albumens, so frequent in diabetic subjects, and the 
increase of extractives or urea ; these features are not the 
unfailing rule, but they are accidents that might be explained 
by hyperglycEemia. 

The dehydration of the tissues, when it exists only in a mod- 
erate degree, provokes certain functional disturbances, which, in 
the nerve-elements, take the form of an exaggerated excitability 
and rapid fatigue, and, in the muscular elements, are manifested 
by cramp, as in cholera. A higher degree of dehydration i 
attended by nervous accidents of great gravity, in which cate- 
gory we may perliaps include diabetic coma. 

When we were discussing typhoid fever and dyspepsias, we 
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mentioned a particular alteration of the fluids, in consequence 
of which the breath exhales an odor similar to that of chloroform 
or rennet-apples, and also a particular chemical reaction of the 
urine. It has been suggested that this odor of the breath and 
this reaction of the urine may belong to acetone. 

In certain urines a few drops of perchloride of iron will give 
a claret-colored tint, or the shade produced may be darker, even 
violet. The reddish-brown tinge is very frequent under various 
morbid conditions ; this is due to substances the nature of which 
has not been chemically defined ; acetone gives a wine-red color, 
but this tint may be produced by other substances. This 
reaction is met with in certain forms of dyspepsia, in t3'^phoid 
fever, scarlatina, leucocythsemia, and in pernicious anaemia ; it is 
very frequent in diabetes. Nevertheless, in many diabetic sub- 
jects, we may observe for 3^ears the chloroform ic odor of the 
breath, without ever detecting it in the urine, and still rarer 
in this disease is tlie reaction of perchloride of iron. If a salt 
due to the combination of diacetic ethyl with soda resulted from 
the transformation of the acetone, we should obtain the colora- 
tion without the odor ; otherwise we get the chloroformic odor 
in the urine without the coloration. In short, in nearly all 
cases of diabetic coma, perhaps in all, we find the color-reaction 
of the urine and the odor of the breath. It is therefore proba- 
ble that in these cases poisoning exists similar to that of 
severe dyspepsia. I know nothing of the pathogenic condi- 
tions of those forms of poisoning termed acetonsemic. The 
clinical fact having been observed by Brieger, at the clinic of 
Frerichs, under various pathological conditions ; by Senator, by 
Jaksch in carcinoma of the stomach and in severe forms of dys- 
pepsia, and by myself in typhoid fever and in a ver}^ great num- 
ber of cases of dilatation of the stomach, it seems to me proba- 
ble that the cause of it is some morbid substance elaborated in 
the intestines. These accidents can be reproduced in every 
feature experimentally, as has been shown by the experiments of 
M. de Gennes. 

However this may be, we note in certain diseases, not neces- 
sarily infectious, a body, or a series of bodies, which, on being 
eliminated by the urine, give a red coloration upon the addition 
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of perchloride of iron. These bodies are the result of the defec- 
tive elaboration of matter by the human organism ; they are 
anomalous substances, not engendered by microbes. Amongst 
these substances are acetone, diacetic ether, and oxybutyria 
acid, which are poisonous ; thus we find in this class some true 
morbid poisons. In diabetes this reaction of the urine and the 
odor of the breath may serve as a basis of diagnostic and prog- 
nostic indication. 

Two 3'ears ago the odor of the breath enabled me to form 
the diagnosis in a case in which a child had been suddenly 
attacked with comatose symptoms. It was not known that the 
child was ill when he was brought home from school in a state 
of complete coma. The skin was dry, and there was no patellar 
tendon reflex. Guided by the odor of the breath and the 
absence of the reflex, I expected to find sugar in the urine ; but, 
as the child passed no urine, I had those parts of his clothing 
washed that were likely to be stained with urine ; in the infusion 
thus procured I obtained the reaction of sugar, and was thus 
enabled to pronounce the attack to be diabetic coma, which 
ended in death in a few hours. 
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LECTURE XXVIII. 

PoiBONiNQ Br Pathologicai. Poibonb. Geolera. 

Former opinions aa to the cauBes and the nature of cholera. Influence of the 
provalllng pathogenic theoriea on the choice of prophylactic modea of 
treatment. Mode of propagation of cholera. Importance of the tranainis- 
Eion by water. Other possible modes of contagion. Attemptg to discover 
the agent of infection. The French ConimlBaion in Egypt. The researelieB 
and opinions of Koch. The lalue of the comma bocillua. Studies of the 
tranemlsaibillty of cholera to aiTiimalB. 

In studying diBeases caused by poiaoniDg I am naturally led 
to spoak of cholera and to sum up the knowledge that we pos- 
sess of its nature. All tbat has been said with regard to the 
etiology of tlie plagues of antiquity and of the Middle Ages has 
been repented in modern times with regard to cholera. It was 
at first attributed to the wickedness of mau and the anger of 
God; to this religious view succeeded the idea of poisoning by 
means of witchcraft, a theory to which were attached corollaries 
of certain practices that were reputed to he prophylactic. Wells 
and springs were believed to be poisoned. Certain persons, and 
especially doctors, were accused of being the promoters of direct 
poisoniug. These absurd accusations were made in Paris in 1832 
and in Naples in 1884. In the past, Jews and doctors were often 
associated together in public deminciatious relating to pestilen- 
tial diseases. They were suspected of poisoning food. Travel- 
ers generally were also suspected, — not only those who were 
infected, but all foreigners; a foreigner was looked upon as a 
deadly enemy. Previous to the pestilence being attributed to 
water, the air and the clouds had been made responsible for it j 
there was a time when a certain cloud hovering over a town was 
reputed to be pestilential in virtue of some peculiar reflection or 
some unusual tint. These ideas were prevalent in the fourteenth 
and fifteenth centuries, and we have actually seen them revived in 
the second half of the nineteenth century ! Naturally the pro- 
phylactic measures proposed were in harmony with these etiolog- 
ical chimeras. It was necessary to avert the divine wrath by 
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expiatory deeds, by pennnceH and I'asLiuga imposed on evil-doers. 
Believers in liie etHcacy of pilgrimages and processions are to be 
found, even at tlie present day, in all classea of society. 

People were more practical during tlie Black Plague; tliey 
appointed sentinels to guard the wells. In Paris also, in 1865 
and in 1873, 1 ooticed that tlie casks of the water-carriers on the 
Qniii St, Bernard were guarded by the police. Was this a con- 
cession to popular prejudices on the part of the authorities, or 
did the authorities share tbese prejudices?- Sentinels were also 
placed at the gates of towns, the portcullis was lowered and the 
drawbridge raised. In onr own times sanitary cordons have been 
drawn up round uninfected towns in the south and travelers 
have been received with gunshot. 

Tet a calm examination of facts h-ts shown that cholera is a 
disease that is endemic in certain countries ; for ceutnries it has 
been prevalent on the Delta of the Ganges. Tlience it spreads ; 
it follows ft caravan and marks tlie route from the Ganges to 
Mecca, where it attacks the Mussulmans, Hindoos, etc., assembled 
together; on its return it rages amongst all the caravans, some- 
times completely destroying them, or it advances with them as 
far as Hedjaz and Persia ; it then continues its migration through 
Russia to Western Europe. Its progress has also been traced 
from Hedjaz into Egypt, to Alexandria, where it forms a fresh 
centre, thus menacing Europe from two sides. We know that its 
migrations .ire determined by commerce and by routes followed 
by the great human currents, — seas, rivers, roads, and rsiilways. 

What strikes us in the history of cholera, when we hear of 
its having appeared almost simultaneously at several points, is 
that it is always a sea-coast town that is first attacked. It never 
appears first in an inland district. 

With regard to this, it has been asserted that, in a certain 
number of instances, a port has been infected without any patient 
suffering from cholera having disembarked there. But even if 
the infection is not conveyed by those who have been attacked, 
the ship itself has been contaminated or brings infected linen. 
The corpses of those that have succumbed to the disease may 
have been thrown into the sea, hut the discharges and the linen 
impregnated with them have remained on board. In these cases 
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the linen has never been disinfected; the truth has not been 
told as regards this matter. We can see how much importance 
may be attached to the official statements relating to the disin- 
fection of suspected ships or cargoes by the pretense of disinfec- 
tion that we witnessed during the last epidemic. The authorities 
did right not to insist upon the disinfection of the people them- 
selves ; I am not so sure that they were justified in not ordering 
the thorough disinfection of clothes, linen, and bedding after 
landing; it was then too late. But at the lazaretto how did 
they act? They did not even demand that the people entering 
the lazaretto should take a bath. 

Since that time a great outcry has been raised against us by 
the public and the press, and public authorities have been shaken 
in the confidence they had placed in doctors, and begun to ask 
themselves whether the latter had ever deserved this confidence. 

Often still, when we follow the dissemination of cholera 
through France, we can trace it to linen that has not been disin- 
fected. On studying the history of a great number of local epi- 
demics, we find that laundresses have been attacked first. The 
dissemination of cholera has also been attributed to water. It 
is probable that several centres have been created by this agency. 
It is almost an established fact that, in towns, the districts that 
have escaped have been those which could not come into contact 
with the discharges of those attacked, conveyed through the 
medium of water; On the other hand, our canal of the Ourcq, 
with its array of boats, was one of the most powerful agents of 
transmission — at any rate, in the last epidemic ; and the districts 
first attacked were a pari of the Faubourg Saint Antoine and the 
Rue Sainte-Marguerite, — ^those to which the water of the Ourcq 
was brought by direct canalization. 

In hospitals where water is economized, where infected and 
unfiltered water might be used for culinary and pharmaceutical 
purposes, — at La Ciiarit^ and at Lariboisi^re, — cases occurred 
within the building before any cholera patient from the town 
had been brought to the hospital. To the same cause may be 
attributed the disastrous infection of the As3^1um for Old People, 
in the Rue de Breteuil. As regards the other centres of infection, 
it is impossible to explain their origin categorically, on account 
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of tlie mixing of the wat«r of tlie DbnjB and the Vanne wiih 
tliat of the Ourcq. in consequence of the nnastomoses which are 
the great fault of our system of canalization, and irLich c»ase aa 
ebb and flow from one stream to the oilier. 

With regard to the spreading of infection by water we cannot 
believe that there is any truth in the assertion that the infection 
may be conveyed np the river, along the Rhone for instsnce, 
from Marseilles to Avignon ; no one, on reflection, can admit | 
that the germs conld be carried against the stream. 

The link that is missing in the chain of eWdence of contagion ' 
is direct contagion. But if measles, smatl-pox, and scarlatina 
are spread chiefly in this way,wecan understand that with typhoid 
fever and cholera tlie infection is conveyctl not through the 
body itself, but through what comes from the body. We moat 
also take into account the vegetaliles that grow close to the earth 
and that are eaten raw, and various modes of contamination by 
drinking. We have naturally been led to consider cholera as a 
disease that is indirectly contagious, like typhoid fever; it was * 
natural, tlierefore, to look for the agent of contagion in cholera. 
The pathogenic study must he entered upon from a parasitic 
point of view, and, in fact, the first reports of the discovery of 
organisms said to be infectious date from 181S. These first 
reports have no scientific value, but they serve to show the spirit - 
in which the investigations have been carried on since that time. 

Virchow in 1848 and Hallier in 1861 found frequently para- 
sitic organisms, but in liquids where microbes constantly exist. 
Regular, systematic investigations did not commence until the 
European commissions were sent to Alexandria, in 1883 ; these 
researches were instituted by the French Commission, which i' 
eluded among its members Messrs, Straus, Rous, Nocard, and J 
Thuillier, and by the German Commission of R. Koch. The ' 
great secrecy observed hy the French Commission was fully justi- 
fied. At first, it is true, the telegraph told too much ; but when 
the members of the Commission spoke themselves, they expressed 
their doubts at the right time. They had found traces of an 
organism in the blood, but they added tliat this differed singu< i 
larly from the various ferments known, not being colored by the ^ 
ordinary processes and not being susceptible of cultivation. 
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Kocli boa also, on the otter liaiid, discovered an orguuism ia 
the form oC a comma, which cannot be classed under any of the 
Ave groups of ordinary parasitic intestinal microbes. These 
comma-shaped organisms appeared to him to be on the surface 
or in the interior of the intestine of cholera patients, and they 
are sometimes in such quantities as to constitute nearly the 
whole of the excretions. Koch has seen tbem in the choleraic 
discharges, on the cells whilst desquamation ie going on, or 
between them and penetrating into the interior of the intestinal 
glands and into the superficial parts of the mucous membrane ; 
but he has never found tbem anywhere else, having searched for. 
them vainly in the ganglia, the kidneys, the spleen, the blood, 
and the lymph, and yet he has already asserted that these organ- 
isms are the pathogenic agents. The comma bacillus is a short, 
slender, moving body, which fixes certain stains like other patho- 
genic organisms. The examination of this germ presents no 
difficulty. It is slightly curved ; its dimensions are as follow : 
length, from l^fi to 2^fi; breadth, from Q.S /i to O.T/i. These 
comma microbes may be found linked together by twos or threes, 
so as to form a little chain ; they may be curved in opposite di- 
rections or in the same direction, so as to appear in the form of 
an S, or of part of a circle, or they may assume a spirillar form. 
Such is tlie statement of Koch, which rests solely on the empiri- 
cal fact of his having found, on the surface of the intestine, an 
organism which is not present under ordinary conditions, and 
which is very abundant in cholera. But it has yet to be ex- 
plained how this organism causes the disease. Koch saya that, 
after it has left the intestine, he can continue its germination 
on any moist surface, on the surface of food, and on the soil 
when the temperature ia not too low and when the atmosphere 
is damp. The question then arises as to how a district ia ever 
freed from it. The fact that a lake contained any of these organ- 
isms would be sufficient to render it permanently infected, and 
Kocli actually discovered in India a lake the waters of which 
contained these comma bacilli, which he was able to cultivate j 
in this way there would be a perpetual interchange of infectious 
germs between the earth and man. This explanation is simple ; 
ill factj it is too simple to be admitted. If it were true, how is 
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it that in Paris and in Oermanj, where the cultivation o 
era germs lias been studied uiiceasiDgly, tlie various labora- 
tories Lave not been infected f How is it tliat the disease has 
not broken out amongst tlie exijerimentalists ? 

In order to distinguish the bacillus which he lias found in 
tliose attacked with cholera, Koch has endeavored to find cer- 
tain special characteristics — a different action on gelatin, and a 
particular configuration in tlie zone of liquefaction^ which 
would reveal the nature of the bacillus. This characteristic, 
however, is not wholly convincing. 

It must be remarked that the same organism has been found 
in cases of sporadic cholera by Finckler, of Bonn ; it was, per- 
haps, somewhat larger than Koch's bacillus. Thus, in two dis- 
eases which resemble each other in their symptoms to such a 
degree that the most learneil physicians do not express a decided 
opinion as to the nature of the accidents attendant upon them 
until after the extension and propagation of the disease, we 
find microbes exactly similar in form. Against the pathogenic 
value to be attached to the comma microbes it has been urged 
that, as they exist only in the intestine, they could not so 
rapidly cause such serious general disorders. But it may ha , 
that these organisms engender a toxic substance, which, when I 
once absorbed, affects all the cells of the system. 

Other investigators— M. Emmerich at Vienna, and M. Doyen 
here — think, moreover, that they have found pathogenic mi- 
crobes in some of the viscera. M. Emmerich, who states that 
be has seen them, did not recognize amongst them the c 
bacillus. M. Doyeu, not having absolutely detected them in 
sections, draws conclusions from sterilized cultures made with , 
portions of the li\-er and kidneys, in which the existence of the 
microbe was not shown by the microscope ; these cultures bad ' 
reproduced the comma bacillus. 

All this consists merely of hypothesis. I am ready to grant 
that the comma bacillus may be a microbe that is peculiar to 
cholera, altiiough it has been found in the saliva of people not 
suffering from that disease. But what conclusions can be drawn 
from the discovery of this microbe? It has been cultivated, 
but these cultivations have not succeeded in reproducing the 
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disease. Is it likely that the result, which could not be obtained 
even from the discharges of the patients themselves, could be 
obtained from the supposed agent of infection of cholera, culti- 
vated and isolated, when not an atom of the organism of the 
person attacked with the disease had been removed with it? 
Since 1865 and 1866 attempts have been made to produce cholera 
experimentally with the perspiration, the vomit, and the dis- 
charges of cholera patients. The experimentalists have suc- 
ceeded in killing animals, probably by communicating to them 
certain forms of septicaemia, but not by reproducing cholera ; and 
yet they hope to succeed by the introduction of the great-grand- 
nephews of microbes that have been taken from material that 
will not of itself produce cholera I 

It was thought that the failure of the experiment was due 
to a defective method of introducing the pathogenic organisms 
into the intestine, because they did not avert the protecting 
influence of the gastric juice, the acidity of which would pre- 
vent the development of the microbes. Now, since 1832, it has 
been erroneously asserted that the choleraic discharge is always 
neutral or alkaline ; I have found it to be acid. The acidity of 
the intestinal liquid was slight, but was still present at the 
moment of death. This fact contradicts the theory of the sup- 
posed protective influence that would be exercised by the gastric 
juice. Moreover, if animals do not take cholera when choleraic 
matter is introduced into their stomachs, bow is it that the dis- 
ease is conveyed through the gastric channel in the case of men, 
who also have an acid gastric juice ? Certainly thej' have it no 
longer when they are suffering from cholera, but they had it up 
to that time. 

When we introduce the agents, that are supposed to generate 
cholera, directly into the duodenum, the action of the bile 
being suppressed by means of a ligature round the bile-duct 
(Nicati and Rietsch), accidents are produced which resemble 
those of cholera ; and as it is found, at the post-mortem exam- 
ination of cholera patients, that the gall-bladder is distended, 
and that there is no bile in the intestine, the development of 
cholera in man is attributed to the suppression of the biliary 
secretion. But it is because the patient has cholera that we 
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find in him the biliary secretion suppressed. After examining 
all the theories that have been expressed and all the experiments 
that have been made, I arrive at the conclusion that the proof 
of the transmissibility of cholera to animals is still wanting ; 
they have been caused to die sometimes from peritonitis, from 
septicaemia, or from poisoning, but not from cholera. 
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Cholera (Continued). 

Objections to the pathogenic value of the comma bacillus. Introduction of the 
microbe bj tlie hypoderiulc metbod ; M. Ferraa's iQocuIallonE. Experi- 
mental researcbcs rolBitlDg to the value of the comma bacillus. Inteetlnal 
BDtlBe[it1c treatment does not prevent choleraic accldonle. Scarcb after a 
poison In the dlBchargeB of cholera patients, In their tissues and tbeir secre- 
tions. Tbe Intro-venous Injection of tbe urine of cholera patients Into animals 
reproduces most of tbe symptoms of cholera. 

In tbe critical examiDation wliicli I have made of tlie pathog- 
eny of cbolera I have examined tbe claims of Koch's bacillus, 
and I have found various objections calculated to lessen the 
confidence that might be felt with regard to its importance. 
The only argument of any weight in favor of Koch's opinion is 
the presence, in the second part of the intestines of those attacked 
with cholera, of special organisms not found in the intestines of 
healthy people, nor in those of patients suffering from other dis- 
eases; it is, in fact, the presence of these organisms from the 
very commencement of the choleraic attacks, often in consider- 
able quantity and sometimes to the exclusion of all otiier 
microbes, in the alimentary canal. With tbe exception of this 
empirical fact, which only leads to a hypothesis, all the argu- 
ments brought forward are misleading. 

The demonstration to be desired was to obtain the suspected 
organism in a state of purity, and by its introduction into a 
healthy body to reprodnce cholem. It was thought that this 
experiment could only be tried on animals. Now, animals do 
not contract this disease. They have atwa3'S, both spontaneously 
and experimentally, resisted the influence of choleraic discharges 
introduced directly into their bodies. Could it, then, be expected 
that cholera would be communicated to them by means of the 
cultivated germs? It seemed highly improbable; but, neverthe- 
less, attempts have been made to realize this result by distorting 
nature, so to speak. 

" (351) 
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Experimentalists endeavored to get rid of wbatever miglit 
protect tbe animal against tlie aetioti of tlie cholera germ, viz., 
the gastric juice, the bile, and the intestinal uiovements. Tliey 
rendered the gastric jaice alkaline, they conveyed the organisin 
supposed to be pathogenic directly into the duodenum, and 
they introduced into the peritoneum as much as 5 grammes of 
tincture of opium per kilogramme of the animal. The results 
obtained were various. Sometimes death ensued, but more often 
the animal survived. When death occurred, it was generally 
from peritonitis or aepticiemia. No results calculated to con- 
vince us of the truth of the theory were obtained ; ouly Messrs, 
Nicati, Rietsch, Koch, Perran, and Van Ermengen are convinced. 
Others, even M. Cornil, who still holds that the comma bacillus 
is really the cholera bacillus, make formal reservations with 
regard to the subject of the experimental reproduction of 
cholera. 

These results, which I consider negative, do not, however, 
prove that Koch's bacillus is not pathogenic. They only prove 
that animals, which are, as we know, refractory to the action of 
choleraic matter, also resist the cultivated descendants of the 
microbes which it contains. But is it the same with manf He 
contracts cholera spontaneously. Is he, then, attacked with 
symptoms of cholera when the comma bacillus is developed in 
his system ? We cannot quote any experiment of importance in 
answer to this question. Wc may mention the experiments of 
Bochefontaine, who swallowed pills containing choleraic dis- 
charge; he experienced nausea and even vomiting. He inoc- 
ulated himself in the cellular tissue with the liquid in which tbe 
germs were cultivated: inflammatory swellings resulted, but 
there was no sign of the general symptoms of cholera. The fljst 
experiment must not be considered absolutely convincing. The 
bacilli might be absent from the matter introduced into the 
system, or they might be in a very small quantity, or the mode 
of administration might have neutralized them. The second 
method cannot he appealed to, as cholera is not contracted by 
hypodermic inoculation. All that we know goes to prove that 
the infectious agent is introduced through the digestive channels. 

This mode of inoculation has been repeated by M. Ferran, 
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He obtained the local phenomeua experienced by Bochefontaine, 
— local septic action in tiie tissues, rarely terminating in suppu- 
ration. I do not know what value may bo attached to these 
inoculations from a prophylactic point of view.* But I can aee 
already objections to bis methods of procedure. In any case, as 
far as man is concerned, the facts obtained by experiment do 
not enable ua either to admit or deny the theories of Koch with 
regard to his bacillus ; but, expeTimental proofe being wanting, 
observation may, in a roundabout fashion, lead us to certain 
conclusions. 

Before the period when I had to treat cholera patients in the 
last epidemic I had for a long time reflected on what course I 
should adopt if cholera did break out. I bad seen that the 
results of physiological treatment were absolutely nil, with the 
exception of intra-venons injections. On the other hand, I knew 
the uselessness of all empirical modes of treatment. Opium, 
alcohol, etc., have given the same statistical results. I was tima 
justified in making an experiment in pathogenic therapeutics 
at the time when a new doctrine gave ua the hope of defending 
the patient against the parasitic germ that was supposed to 
menace b'a life. * 

* At tlie time tblB tsctnre wmAdeUTDTfldveliiuliiodefliiiteliifommtloii to enable 
ns to torro an optnion on the experlmautii oC Forriun. It oould only be said ttiM tbe 
principle of bii raetliod. If there voa any principle In It, bod not been prored bd bi 
M cholera was ooneemed. The attempt to create a Bort o( inunnnlty from a dlBoaie 
by simply cliojiglng the mode ol Introduetioa ul & microbe la a principle tliat waa 
known before M. Ferran'B tlmo. Mrssts. Arlolng. Comevin, nnd Thumaa were tbe 
first to demoiiBtrate It. to tbelr splendid experiments on Bymptomatic charbon. Bat 
what is true of one pathogenic agent of dlse&Bc may be false aa regards anolher, and 
ve should therefore. Id this CHse as In all others, eaard against hasty genera] liatiotis. 
tTntortanately, the linportanee o( theresnlla ajinounoed by M. Ferran is considerably 
dlminiahedby the report of the French CommiBslon, composed of Messrs. Brouatdel, 
Chanin, and Alliamin. Tlila report shows na that M. Farran was not able, or, at all 
enents. not willing, ta give proofs of what he bad advauoed, both as r^ards the 
morphology of the comma bacillus and the etfecls obtained from It npoo animals. 
The phenomena obaerved in persons inoaiUated In no way resemble tliose of a slight 
attack of cholera, as the Spanieb physloTan asserted ; their blood never contains any 
of the badlll. Moreover, M. Ferran refoses to explain the composition and prepara- 
tion of tils lymph, or. If he ^ves an explanation, he abanilons It a few days after for 
another. Lastly, tbe statistics that he publishes, although numerous, are far from 
being unassailable. In short, the scientlflo value of M. Ferran'B method has not yet 
been proved. This Is the verdict pronounced by the French OommisBion, and we 
most own tbat tbls verdlet has been In no way weakened hy the later reports of the 
other Commissions (Bel|tiat>. American, Italian, and Spanish} tbat were sent to 
Valencia for tbe same purpose. 
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Accepting, therefore, the theory of Koch provisionally, 
everything seemed to indicate that antiseptic treatment adapted 
to cholera was the path to follow. If we were dealing with an 
agent of infection that was scattered through the blood and the 
tissues, all idea of antiseptic treatment would have had to be 
given up. But we had before us a doctrine that asserted, authori- 
tatively, arguments that were capable of misleading. I therefore 
applied the doctrine of Koch to the therapeutics of cholera in all 
sincerity and good faith. It may be summed up thus : Cholera 
is produced by a poison formed by organisms in the intestinal 
canal; it is an infection of an accessible surface. We were 
able to destroy by antiseptics other microbes in the alimentary 
canal. Therefore, if Koch was right, it was necessary to intro- 
duce into the alimentary canal a substance capable of destroying 
life in all the microbes, — a non-absorbable and, consequently, an 
insoluble substance. I was led to proceed in cholera as in 
typhoid fever. I employed iodoform in such a state of division 
that the dose employed represented a surface of sixty square 
metres; I gave 1 gramme a day in conjunction with 5 grammes 
of naphthalin, — a substance that is almost insoluble. I have had 
a mortality of 66 per cent., — i.e., equal to that of the other hos- 
pitals. This is not a very gratifying result, but we may learn 
something from it. 

What objection can be raised to the accuracy of the following 
proposition ? " If the pathogenic organism exists in no other part 
of the system, and if we have succeeded in destroying it in the 
intestines, choleraic accidents ought not to be produced." In the 
first place, it may be urged that Koch's microbe is not influenced 
by iodoform or by naphthalin. This resistance would be sur- 
prising on the part of an organism that is more vulnerable than 
most of the known microbes, since it is killed by heat and desic- 
cation. Moreover, I may mention an experiment made by M. 
Chant emesse, who checked the germination of the bacilli by 
introclucing into the substance about to be used for their cultiva- 
tion a small quantity of the preparation administered to the 
patients. 

It may also be said that the treatment was instituted too 
late, the morbid poison being already formed and absorbed. I 
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answer by facta. A certain number of the patients subjected to 
the antiseptic treatment recovered. I continued to give them 
iodoform and naphthalin ; several of them had a relapse. Now, 
these had ceased to be influenced by the poison absorbed at first. 
A fresh germination must, therefore, liave talceii place in the 
system of infectious agents tliat had remained in some part of 
the organism, but not in the alimentary canal, the latter having 
remained aseptic. I conclude from this that the germination of 
the pathogenic agent of cholera does not take place in the 
intestines. 

While I was attending the cholera patients, I also attended 
typhoid patients in other wards. The latter having been sub- 
jected rigorously to iodoform and naphthalin, their intestines 
were aseptic, and yet two of them took tlie choler.^ in the course 
of the typhoid fever, and their evacuations consisted of black 
matter having only the odor of naphthalin. We have, therefore, 
two series of fecta proving that cholera cannot be a surface 
infection seated exclusively in the intestinal cavity. The ali- 
mentary canal is, in all likelihood, the channel through which the 
infectious agent enters, this entrance being probably effected 
through the stomach rather than through the intestines ; bat it 
is not in the alimentary canal that the multiplication of this 
organism takes place. 

If Koch's theory is undermined, it is only in one of its 
claims, r do not say that the bacillus is not the pathogenic 
agent, but I think that, if it is, it must exist elsewhere than 
where Koch has seen it. Other investigators believe that they 
have succeeded in staining it, and in finding it in various organs ; 
they have obtained cultures with fragments of the viscera. 
Whether the infectious germ in cholera is Koch's bacillus or any 
other, one mnst exist ; and we shonld not be justified in denying 
its existence simply because we have not seen it. The microbe 
of hydrophobia, which we cultivate in animals and which we can 
attenuate or intensify, has not yet been discovered. We may, 
therefore, proceed, notwithstanding the absence of direct demon- 
stration concerning its nature, and admit, in the interest of both 
prophylaxis and therapeutics, that cholera is an infectious disease. 
But, granting that there must be a certain pathogenic agent in 
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cholera, let us ask ourselves if this agent does not produce some 
substance, and if it does not kill by causing a kind of poisoning. 
This idea, which I formulated in 1879, speaking of infectious 
diseases generally, has been taken up by Klebs and Koch, in 
connection with cholera. It would be necessary to show that 
there exists in the bodies of those attacked with cholera, or in 
their excretions, a particular toxic substance, capable of repro- 
ducing in other living beings symptoms similar to those of 
cholera. 

M. Gabriel Pouchet has discovered the existence of an alka- 
loid in the discharges of cholera patients, and M. Hay em also 
mentions one. It would have been more satisfactory if they had 
stated whether these were particular alkaloids distinguished from 
those which are found normally in the faecal matter of both the 
sick and the healthy. 

Even before these discoveries, on September 20, 1884, in the 
case of a rag-picker suffering from cholera, one of that little group 
of individual cases that formed the local epidemic of Saint-Ouen, 
the forerunner of the true Parisian epidemic, I found, in an 
extract of 575 cubic centimetres of intestinal matter, a consider- 
able quantity of an alkaloidal substance, — a quantity which cer- 
tainly exceeded the proportion of alkaloids generally contained 
in fsecal matter. This alkaloidal substance differed from the 
other intestinal alkaloids in one of its chemical characteristics. 
If, like them, it was precipitated by the iodo-ioduretted reagent, 
by the iodides of mercury and of potassium, by the phospho- 
molybdate of soda, by tungstate of soda, it did not present the 
reaction with tannin. During the epidemic of November, 1884, 
I found this alkaloid again with the same characteristic. I also 
saw it crystallized in the form of long and extremely fine 
needles ; but I was not able to experiment upon its physiological 
characteristics, not having been able to obtain a sufficient quan- 
tity of it. For this reason, I thought it best to leave the report 
of these observations among my laboratory notes. 

Another question arises as regards this alkaloid. Supposing 
it to be a substance peculiar to cholera patients, might it not have 
been produced in some other way than by the action of parasitic 
organisms ? I know that in cholera patients matter is formed 
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diRereiitly from ttmtiiiotlier people, wbether ill or in good bealth. 
Speaking of this, I may mention a peculiarity in connection with 
naphthalin. All my patients were treated with this substance. 
In some it underwent normal metamorphoses. In others it 
underwent nnusual met»moi-p hoses, which I have also remarked 
in acute yellow atrophy of the liver and in two cases of typhoid 
fever. In these latter cases, the urine, instead of retaining the 
somewhat dirty, black ish-br own tint which it assumes in people 
that have been snbjected to naphthalin, assumed spontaneously, 
at the moment of emission, a deep-violet color, like that of a 
solution of permanganate of potass. It was not the pink tint 
that is generally obtained by means of acetic acid in the urine 
of patients who were being treated with naphthalin. The violet 
matter in choleraic urine ia soluble in ether, whereas that 
which appears upon the addition of acetic acid in the urine of 
other patients treated with naphthalin will not dissolve in ether. 
This anomalous fact is probably owing to certain changes in the 
liver. Other substances besides naphthalin might, therefore, be 
as irregularly transformed, and certain anomalous substances . 
found in tEie passages or in the alimentary canal of cholera 
patients may have been generated in the liver or in the system 
without the intervention of microbes. There are, besides, in 
cholera patients, special toxic substances, which cause death in a 
different manner to the normal poisons of the system. There is 
a choleraic poison which is shown by the special toxicity of the 
nrine of cholera patients. The experimental injections of the 
urine of cholera patients rarely produce in animals the symptoma 
of poisoning by normal urine. 

Myosis is generally defective. Instead of appearing at the 
tenth cubic centimetre, it comes later or is absent altogether. 
But one sign is very soon observed, which is not produced by 
injections of any other kind of urine, — cyanosis, which is shown 
on the inner surface of the ear in the rabbit ; then muscular 
cramps, which in no way resemble the convulsions produced by 
other kinds of urine, being spasms which begin long after the 
commencement of the injection and continue for half an hour 
after it has ceased. They consist of a slow and protracted 
stretching of the hind-limbs, followed by four or five spasms at 
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the end of a minute and a half, another rigid extension of th6 
limbs, and fresh spasms ; eight, ten, or fifteen similar contrac- 
tions may take place, and then quietness is restored. 

Cooling of the surface is more marked after the injection of 
choleraic urine than with normal urine. Albuminuria appears at 
the commencement and is intense, whereas it is rare and does not 
appear till late with normal urine. After the injection of normal 
urine the animal is restored to health ; after the injection of chol- 
eraic urine it is seized with pea-soupy diarrhoea, the motions being 
pale or reddish, without any trace of bile. The albuminuria goes 
on increasing ; then, after a day and a half, anuria sets in, the 
refrigeration continues and is more marked, and the animals die, 
with a rectal temperature of 33° or 34° C. On the bodies being 
examined, the intestine is found to be congested and filled with 
pea-soupy, diarrhoeic matter, constituted mainly by the intes- 
tinal desquamation, resembling choleraic diarrhoea so much that 
it might be mistaken for it, except that no bacilli are found. 
Either the urine injected was infectious, or we had obtained a 
form of poisoning similar to that determined by the infectious 
agent in cholera when it has produced the toxic matter. 
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LECTURE XXX. 

Cholera (Conolusion). 

A special poison eitlflCa In tbe urines of cholera patients. The symptoms of the 
anioialB Into wlilcb they are injected cannot be explained by iufectlon. Etfedts 
produced on animals by the aubatancos soluble and Insoluble in alcohol and 
contained In choleraic nrine. The poison which causes the choleraic symp- 
toms In animals Is soluble In alcohol and is organic. The second period In 
cholera is the result of « fresh intoxication oeeaeloued by the normal poiaona, 
from which the kidneys no longer free the system : it Is urEemia. Myosls la 
cholera patients that are anuric. This terminal uresmla In cholera differ* 
f>om ordinary ursmla, as aereral of the sources of the uricmlc poUona are 
suppressed. 

The history of the progreas of cholera compels ub to look 
upon it as an infectious disease. But it ia doubtful whetlier 
Koch's pathogenic agent is the true one. Admitting, from 
analogy, that there is an infectioua agent peculiar to cholera, we 
must ask ouraelves whether the microbe ia responsible for all the 
ill effects observed, or whether, amongst the symptoms of the 
illness, there may not be toxiemic accidents attributable to a 
substance formed by the system itself, or by the microbe. 

I believe that this poison really exists, and the study of the 
toxic nature of the urine in cholera patients has led me to think 
that it ia eliminated by the urine. The toxicity of choleraio 
urine presents special characteristics. Besides the properties 
which it has in common with normal urine (pupillary contraction, 
weakening of the muscles, certain reapirotory disturbances, fall 
of temperature, and diuresis) choleraic urine produces, in the 
animals into which it is injected by the intra-venous method, 
very marked cyanosis on the inner surface of the ear, — a much 
greater fall of temperature, lasting until death takes place; 
cramps, which I have never observed with injections of other 
kinds of urine, and which are very different from opiathotonoa 
and convulsions, — cramps which consist of a long, glow exten- 
sion of the limbs, which is repeated at short intervals for half an 
hour ; diarrhteie evacuations, which may occur with certain nor- 
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mill or pathological urines as with distilled water, but in this last 
ease only with enormous quantities of urine, whereas a very amall 
quantity of choleraic urine produces motions of a whitish, yellow- 
ish, grayish, or reddish color, the coloring being due to epi- , 
thelia! desquamation of the small iutestiae aod to the retention 
of bile in the gall-bladder. 

Albuminuria, which is rare and very slight with normal 1 
urine, ia in this case always considerable or intense, lasting < 
throughout the experimentally-produced disease. This albu- 
minuria may be succeeded at the last by complete anuria. 
length death ensues, — not during the injection, but after an inter- 
val of from twelve hours to four days ; whereas, with animals 
whose death is caused by the injection of other normal or patho- 
logical urine, death occurs always during the injection. With. 
choleraic urine nearly all animals die ; in those that survive we 
may follow the development of the disease. The thermometer 
indicates the gradual return of heat production ; the appetite 
does not return for some time, the albuminuria diminishes, and 
complete recovery ia not effected until after about six days. 

In what light are we to consider these accidents ? Are we 
dealing with a case of infection or of experimental poisoning ? I 
have answered some of the suppositions that might be made. To 
account for infection, the infectious agent must have been in the 
urine of the patient ; discbarges containing bacteria must have 
come from the kidneys. Now, we do not find any microbes in 
the urine of cholera patients, either by direct examination or 
after coloration. It is true that, in several diseases which are . 
evidently virulent, we cannot find microbes {hydrophobia, for i 
instance), or we can only demonstrate their existence by improved 
methods of coloration (as in tuberculosis or leprosy). Thus, 
there are microbes which remain invisible to us; the cholera 
germ is perhaps one that calls for a special technical treatment 
in order to be discovered. 

"We might have tried to obtain cultures with the urine of ; 
cholera patients. I have not tried this, as I was only able to ^ 
obtain the urine of female patients; and in their urine one is 
always liable to meet with some of those agents of infection which I 
germinate readily ou the external genitals, the conditions of 
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existence of a jh 
We saw all th j mpt m aj pear immediately after the introduc- 
tion of the uri nd nt their course without any interrup- 
tion. This tot 1 b n f mcubation is a decisive argument. 
Moreover, if th d a th t we produced was of an infectious 
nature, the qi nt tj f u injected would be of little impor- 
tance ; the infe t g m by their multiplication, would always 
produce the sam ympt m whatever the quantity of choleraic 
mine introduced into the system. Now, this was not the case ; 
we always observed an exact proportion between the quantity of 
urine injected and the gravity of the disease. 

Two animals aurvived, having been subjected to an injection 
of only 12 cubic centimetres. All of those that died received 
more than 17 cubic centimotres, and some as much as 90 cubic 
centimetres. From the two reasons given above, I conclude that 
the experimentally-produced disease resulting from iujections of 
choleraic urine is of a toxic nature. 

I evaporated all the water from some choleraic urine and 
obtained, by the processes that I employ with uormnl urine, two 
extracts, — one containing the substances that are soluble in 
alcohol, the other those that are insoluble in alcohol. I poisoned 
some animals with these two extracts, but the results observed 
were not the same in both cases. After the injection of the alco- 
holic extract of normal urine we observe salivation, coma, and 
death, if the quantity injected is sufficient ; if not, the animal is 
restored to health in less than half an hour. 

With the alcoholic extract of choleraic urine we rarely obtain 
salivation ; we sometimes get somnolence, but the animals do 
not recover. They have albuminuria and diarrhcea, and die 
within two days. These last accidents — albuminuria, colorless 
diarrhosa, and death in two days — are the same as those pro- 
duced by the injection of choleraic urine itself. But I did not 
obtain cyanosis and cramps with the alcoholic extract alone. 
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With the aqueous extract contaiuing the substances that are 
insohibie in alcohol I observed, as with normal urine, myosis and, 
when the quantity was sufficient, convulsions, but these last in 
no way resembled the apasms produced by the urine of cholera 
patients. Lastly, in order to produce death, larger quantities 
of the aqueous extract were required than of the choleraic urine 
itself. When death occurred, it was always imnaediate, never 
delayed. I never observed cither albuminuria or diarrhoBa, and 
all the animals that survived were restored to health after this 
short tosic illness of half an hour's duration. 

Thus, there exists in choleraic urine something which is 
carried off by alcohol, and which is different from the substances 
generally found in urine, — Bomething which can be separated 
from the other parts j in short, a special morbid poison. Amongst 
the toxic accidents caused by the alcoholic extract of choleraic 
urine we note the absence of cramps. Are we mistaken in 
attributing them to the cholera poison f Besides the special 
features belonging to cholera poisoning, might not the cramps 
be caused by the substance that gives the urine its convulsive 
property, viz., potass? But choleraic urine produces cramps at 
1 T cubic centimetres per kilogramme of the animal. I evaporated 
400 cubic centimetres of choleraic urine ; the extract was reduced 
to ashes and the residuum washed in distilled water, which 
carries off all the potass. Now, the whole of the aqueous liquid 
obtained was injected little by little, without producing any 
toxic phenomena or convulsions. 

Thus, there is in choleraic urine a poison wliich is a soluble 
organic substance, and wbicli I call the choleraic poison. I 
cannot either name or define this poison chemically ; I only know 
it by its physiological properties. I do not know whether it is 
formed by the diseased orgnnistn carrying on the work of elab- 
oration defectively, or by microbes, — whether it is produced by 
the patient himself, or by the vegetable parasites that have 
caused the disease. 

I cultivated in my laboratory Koch's comma bacillus. I had 
at my disposal a considerable quantity of pure culture-liquid, 
and I endeavored to solve the two following questions: 1. 
Does the comma bacillus determine in the liquid the formation 
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of a toxic substance ? 2. Does the commft bacillus really poBsesB' 
a special pathogenic property, — i.e., does inoculiition with H 
produce in animals the appearuiice of cholera? 

In order to answer the first question, I made several experi- 
ments. I inoculated by the subcutaneous method some guinea- 
pigs, weighing on an averRge 550 grammes, with from 3.8 to S& 
cubic centimetres of the undiluted liquid in which counna bacilli 
had been cultivated. These animals experienced no morbid 
symptoms. In the second instance I introduced under the skia 
of another guinea-pig, weighing 575 grammes, 20 cubic centi- 
metres of the liquid heated to 63° C. Neither at the time of 
the inoculation nor after it did the animal seem affected in any 
appreciable degree. Proceeding with the solution of this first 
question that I had asked myself, and wishing to employ the 
intra-venous method, I experimented on the rabbit. I injected 
into the veins of the ear of a rabbit, weighing 1800 grammes, T9 
cubic centimetres of the culture-fluid, which Lad neither been 
heated nor filtered from tlie bacilli, — that is, 43 cubic centlraetrea 
per kilogramme. At the moment of the experiment the only 
effect shown by the animal was accelerated respiration, especially 
at the end of the injection. It died twenty-four hours afterward. 
The post-mortem examination showed pulmonary cougestion, 
shght diarrhffia, somewhat intense albuminuria, the absence of 
comma bacilli in the excrement, and the presence of some of 
these bacilli in the kidneys, to which the blood, having received, 
had conveyed them. Altogether, the symptoms observed, and 
especially the interval of time that elapsed between the injection 
and death, suggested infection, and not poisoning. Lastly, an- 
other rabbit, weighing 1990 grammes, received in the veins of 
the ear in five minutes 93 cubic centimetres of the liquid, which 
had been heated and filtered from the bacilli, or 46 cubic centU 
metres per kilogramme. The temperature fell ciglit-tenths at the 
moment of the experiment, but the animal showed no other siga 
of disturbance, and it afterward continued in good health. These 
experiments, which I describe briefly, enable me to dispense 
with long arguments. They fully justify me in giving a negative 
answer to the first question: the liquids in which the comm^ 
bacilli are cultivated contain no substance of a toxic nature. 
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In order to answer the second question, — as to whether the 
comma bacillus is caiinble of producing cholera in animals, — I 
experimeuted, like Eoch, on guinea-pigs. Like Koch, I iuLro- 
duced into the stomach of my guinea-pigs 11 cubic centimetres 
of the liquid, after Laving first, according to the German scien- 
tist's method, alkalized tUe stomach by means of 5 cubic centi- 
metres of a 5-per-ceut. solution of carbonate of soda, and arrested 
all motion in the intestine by the intra^peritoneal injection of 3 
cubic centimetres of tincture of opium. I must own that the 
results I obtained were the same as those obtained by Koch 
himself. My guinea-pigs soon died. After death I found that 
the stomach was in most cases dilated, that the small intestine 
contained, more or leas abundantly, diarrhoeic matter, and that 
there were comma bacilli, in varying quantities, to be observed 
in this material. But I also instituted other experiments: with 
some other guinea-pigs I alkalized the stomach and checked the 
action of the intestine exactly according to Koch's method and 
as I had done in the experiment just described. But in this 
second experiment, instead of using the same kind of liquid ae 
before, I introduced into some of the guinea-pigs 11 cubic centi- 
metres of an old charbon culture-fluid and into others 11 cubic 
centimetres of liquid that had been turned acid by exposure to 
the air, or some old pyocyanic enUure-fluid. Well, the animals 
died almost as rapidly as those that had received the comma 
bacilli, presenting almost the same symptoms, except that the 
diarrhcea was less abundant. These last results singularly de- 
tract from the value of the first series of experiments; and, 
without denying that the comma bacillus has any pathogenic 
property, we are, in my opinion, justified in asserting that this 
pathogenic property has not yet been clearly demonstrated. 

If, then, judging by its analogy to other infectious diseases, 
and by the history of its migrations and of its localized centres, 
1 am led to admit that cholera is caused by infection, I am also 
justified in saying that, aide by side with the infection, there ex- 
ists in the pathogeny of cholera a secondary poisoning conse- 
quent upon infection. I think that the symptoms which are 
considered characteristic of cholera, and which enable us to form- 
the diagnosis, are the results of this poisoning. It is to thia 
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caase that we must attribute cyanosis, refrigeration, respiratory 
diBturbaiiee, hiccough, the peculiar form of diarrh<Ea, intestinal 
desqnamatioD, cramps, dehydration of the tissues, albuminaria, 
and anuria. These are the symptoms of cholera poisoning, and 
I may add to the list the preservation of consciousness and the 
absence of pupillary contraction. 

But soon a second poisoning supervenes, which is associated 
with the first or alternates with it ; it takes the clinical form of 
mental torpor, loss of consciousness, somnolence, and coma. The 
respiratory rhj-thm changes ; it becomes that of urtemia, or what 
is known as the Chejne-Stokes respiration. The temperature is 
affected, sometimes rising and sometimes remaining low. At the 
same time the pupils contract and become punctiform. 

Is not this series of symptoms very different from that of the 
earlier period ; and does it not, therefore, spring from another 
kind of poisoning? "We observe all these symptoms when 
anuria and myosis appear, and they arc all to be found in the 
clinical picture of uriemia. Among authors I have not found 
any indication bearing upon this fact. I was myself ignorant of 
it until the day when this coincidence between the suppression 
of the urinary secretion and the appearance of those sj'mptoms, 
the existence of which I knew to be in urjemia, stood clearly out 
before me. 

This uriemia of the second phase of cholera is not the oi-di- 
nary urcemic intoxication by poisons produced from four sources ; 
we cannot in this case attribute it to alimentation, or to intes- 
tinal putrefactions, or to biliary re-absorption, since there is no 
jaundice at the time, and the absorption cannot he effected by 
the intestine. The poison in this case comes from disassimilation. 

This ursemic period has long been designated the period of 
reaction, the external temperature being higher, — i.e., equilibrium 
being established between the rectal and peripheral temperatures, 
— a singular reaction, in which torpor appears instead of spasms, 
and in which we can only see inertia of the whole nervous system 1 
It is a perversion of the meaning of the woi'd to apply such a 
name to this phase of the disease. It has also been termed the 
typhoid phase, and the period of typhoid reaction, — a designation 
that is certainly less open to criticism, for iu the condition of 
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the patients there is certainly something that reminds us (rf . 
typhoid fever. But the pathogenic conditions are not abso- 
lutely the same. In cholera patients whose intestines are sub- | 
jecteii to antiseptic treatment there is no intestinal pntrefaotio 
they experience poisoning by disassimilation only. It wa« 
therefore asserted that this phase of cholera must he considered-! 
a urtemic period. There was no need to wait for pupillary eon- ] 
traction in order to detect signs of urtemia ; the blood and the 
tissues were analyzed, and extractive matter and urea were found . 
accumulated in them in considerable quantities (1 gramme 20 ■ 
centigrammes and 1 gramme 30 centigrammes of urea per kil(^ i 
gramme of muscular tissue). This period can be foreseen when .] 
anuria sets in ; after pupillary contraction it can be aflirmed. 1 
In all patients seized with anuria myosis occurs ; I have observed i 
it in every case ; this is a clinical fact which, in my opinion, is of I 
some importance. 

If we do not find in the ursemia following cholera all the | 
symptoms usually observed in ordinary ura?mic poisoning, it is •1 
because several of the sources of the ursemic poisons are sup- ;J 
pressed. Disassimilation may supply the narcotic poison j 
welt as the convulsive poison. When potass is sent into' the 1 
blood in excess it causes convulsive nriemia ; but if convulsive j 
ureemia is not generally observed in the urtemic phase of cholera, I 
we can understand why not. The rapid and premature dehydnu | 
tion has drawn off with the water all the potass of the fluidA -j 
and a portion of that in the anatomical elements; thus, whoi i 
the period of excessive destruction of matter arrives, potass and -J 
mineral substances are not so superabundant in the blood i 
organic and extractive substances. In a case that I have already j 
quoted, there was so little potass that an extract of 400 grammes ] 
of the patient's urine did not cause convulsions in an animal. ' 
We see that cholera furnishes us with an example of double ] 
self-poisoning : first, by an anomalous product (this is cholera j 
poisoning, properly so called); second, by normal produotB ,1 
(this is a variety of urtemio poisoning). Moreover, the study j 
of cholera corroborates the theory that anomalous substances j 
may exist in some diseases, and that jnprbid poisons are not ft ^ 
dream. 



LECTURE XXSI. 

The GIeneral Therapebtics of Self-Poisokinq. 

The course to be pursued It to prevent the poleoDfl being formed ; to oppose tlielr 
puaetiTitloii into the ayatem ; If they Lave been absorbed, to try to destroy 
them or to stimulate the set[<in of the liver, which Is u physlologlciU deGtruycr 
of polaoDS ; lastly, to eueourage the ellmlDBtlao of poisous by the sklu, the 

lungs, thii Intestines, and the kidneys. Sudorifics, purgatives, dlurelica, 

bleeding, inhalstlaus of compressed air and oxygen j lutra-venons Injections 
of antiseptic remedies. 

Is it possible to make any therapeutic application of the 
knowledge that we have acquired with regard to the pathogeny 

of Bclf-poisoning ? The first course to take is to prevent the 
poison being formed. When once it is formed, we must endeavor 
to oppose its penetration into the system by preventing its 
absorption. This can be realized in certain cases ; certain toxic 
substances are naturally precipitated in the intestines, and othera 
may be fixed by charcoal, which retains them physically. If the 
poison has been absorbed, we must endeavor to destroy it. We 
have found that the liver has the power of arresting poisons | it 
withdraws them from the intestine and eliminates or destroys 
them. We should therefore stimulate its action by certain thera- 
peutic treatment. Lastly, if the poison has escaped the action 
of the liver it should be eliminated by the skin, the lungs, the 
intestines, and the kidneys. 

If all these attempts should fail, we must have recourse to 
certain antidotes which tend to counteract the physiological 
effects of the poisons that menace the system. We have a 
striking example of the antagonistic properties of poisons in 
atropine and pilocarpine. This side of the question has so far 
merely been sketched out. We have, however, indicated, from a 
pathogenic point of view, the existence of poisons that are allied or 
opposed to one another ; in poisoning by substances in the urine, 
I have shown how the action of the narcotic material prevents 
that of the convulsive poisons. The knowledge of these facts 
shows us, at any rate, that we should not give up the contest. In 
IS (273) 
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any case, we must never neglect, in auto-intoxication, to keep upi J 
tho strengtii of the patient, so tliat he may have time to eliminate j 
the poiaon. Sometimes yie only require to keep him alive a few " 
minutea more in order to save him; we cannot supply him with ' 
radical force, but what he requires is active force. Thus we are 
led to admiuister not tonics, but stimulants, which may awaken 
some force remaining latent. 

The therapeutic treatment is effected, to a certain extent, by 
nature, or a portion of it is carried out by our organs; in 
urteroia, one of the sources of poisoning is already lessened, die- 
assimilation being cheeked by the disease itself in uriBmic and 
other patients attacked with seif-poisoning. Poisoning by 
substances of alimentary origin may be diminished. If potass 
really kills, the diminution of solid ingesta diminishes the poison- 
ing ; now, these patients still drink, but uo longer eat. They must 
not take broths which contain the mineral elements of meat. The 
poisons of the secretions are opposed to each other, both naturally 
and physiologically. The system itself exercises prophylactic 
action. The bile which is not elimitiated by the intestine is pre- 
cipitated. Of the poisons which it contains, one, which is emi- 
nently poisonous, —the coloring matter, — is precipitated when 
brought into contact with acid chyme ; the other— the biliary salts 
— is transformed and brought to the condition of dyslysin. In 
this way man lives, thanks to the therapeutics which the system 
exercises incessantly upon itself. 

The substances which are generated in the intestine by pntre- 
faction, and which are neither precipitated nor eliminated, pass 
on into the blood ; but a natural effort to stop them is made by 
the liver, which partly prevents them from penetrating into tfie 
general circulation. From this point of view, there is a great 
difference between poisoning through the digestive channels and 
that which is effected by intra-venous or subcutaneous jirocessea. 
I know a patient who takes daily 20 grammes of laudanum 
without ill effects. Is this because the poison is eliminated 
through the urine? If so, this should be poisonous. But it is 
not; it kills only in the proportion of S4 cubic centimetres per 
kilogramme. I might conclude that the poisons of the opium 
have been destroyed, but in stating this conclusion I must make 
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the moat express reservations, for a rabbit shows itself almost as 
refractory to intoxication by opium as to poisoning by belladonna. 
In my opinion, the reason why this patient baa not been 
poisoned is because I have introduced the poison through the 
intestine. I must remind you of the facts observed by Schiff 
■with regard to the protective function of the liver, — facts which' 
Messrs, Charrin and Eoger have recently verified in my labora- 
tory. But still the true protecting agent of the system is the 
kidney. 

If I have once more returned to the many physiological 
actions which tend to neutralize and expel poisons, it is in 
order to show more clearly how therapeutic treatment may com- 
plete the task of deliverance commenced by the system. As far 
as the alimentary canal is concerned, I have shown that we can 
expel the contents of the intestine, precipitate with charcoal and 
fix certain poisons, and even suppress the formation of poison- 
ous matter by instituting intestinal antiseptic treatment. 

I have mentioned bleeding, which can carry off in one opera- 
tion, by the abstraction of 33 grammes of blood, more poisonous 
matter, it is said, than 100 Utres of persiiiratiou. I have sketched 
out the physiological compensations for the action of poisons that 
can be obtained by the help of chlovofoini, chloral, bromide (of 
sodium), diffusible stimulants, alcohol, and injections of ether. 

In most diseases the morbid poison is a natural one, and 
the ataxic or adynamic accidents of pyretic diseases are the con- 
sequence offebrile oliguria ; these are auto-intoxications resulting 
from more intense disassimilation, or from more rapid cell-de- 
Btruetion, which sets at liberty imperfectly-oxidized nitrogenous 
matter and an excess of potass. We should, therefore, by 
stimulating the renal discharge, hasten the elimination of this 
excess of poison that has been sent into the circulation. 

In cases which are certainly more rare, but the number of 
which will be increased perliaps when we shall have penetrated 
further into the secrets of the pathogenic processes, iu cases 
where a morbid poison is really formed by perversion of the nu- 
tritive functions, we must endeavor to prevent the formation of 
this poison. If it is formed in the tissues, will this be possible? 
It has always, up to now, been said that we cannot act upon 
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poisoiJB wtiicli Lave impregnated tUe Bystem. But, in tlie fintj 
place, witlioiit speakiug of poiitons of interatitial origin, tLergV 
are those wUieli may l>e formed on accessible surfnces. AlreadyJ 
in some cases, we are able to effect a rapid cure of the siippura 
tion ill abscesses, Bstulie, and empyemata. 

We know liow to encourage tbe elimination of the poisoiifl 
and to prevent its continuation l)j drainage, washing, and tti&: 
attitude in whioii the patient is placed. We draw off mechan>j 
ically the putrid products, and contend against putre&ctioa'J 
in the accessible natural cavities,— the vagina, the utei'us, a 
the intestines. In such cases, antiseptic remedies bring abou$j 
an improvement at once : n sudden fall of temperature, a dimtr 
nntiou in the dryness of the mouth, and alterations of the coiyS 
diac rhythm. In diseases caused by eating bad food, in several 
putrid diarrhffia, provided that the treatment is instituted,! 
before the occurrence of secondary accidents and the establish!- J 
ment of metastatic centres, we can really effect a cure; but, if ■ 
we have not succeeded in preventing the formation of poisons, 3 
we cannot depend upon the protection of the liver, nnlesa it Ut.l 
interposed between the source of the poisons and the otbeel 
organs. This condition only exists in poisoning of intestinal'fl 
origin. It is true that a portion of the poisons absorbed will.l 
pass back into the liver with the blood of the general circnl^ J 
tion, but this will only be a very small fraction instead of th9;l 
whole. 

I very nitich doubt wbether we shall ever know that the 1 
function of the liver cau be stimulated by medicinal treatment, 
and whether (he employment of purgatives, in intoxications that J 
are not produced through the intestines, can thus be justified, ^ 
In toxaemia from intestinal poisons, the utility of purgatives J 
is explained in quite another way; they expel the poisoit' 
mechanically. 

What can we do against poisons in the circulation? EndeavoT f 
to eliminate them. In all agea the course adopted haa been tO.T 
increase the action of the various emunctories of the body. ■" 
To provoke perspiration was the alpha and omega of the ther»-J 
peutic treatment of antiquity. Hot or warm drinks, wrapping I 
in hot linen or wet sheets, the administration of Dover's powder 'J 
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have all been emplojeil wiili tlie object of acting upon the hu- 
mora. I am inclined to tiiink that the result of perspiration is 
not beneficial, since perspiration leasens the urine, which carries 
out of the eyatem so many toxic products. If in former times 
it was thought advisable to provoke perspiration, it was not used 
BO much in cases of poisoning in onier to eliminate the poison 
as in cases in which a dynamic action, such as the dilatation of 
the cutaneous capillaries, might relieve the centres ; and when in 
our own times wo have thought it advisable to produce copions 
perspiration with pilocarpine, we have not found the general 
condition improved. It is true that perspiration may hcip to 
eliminate certain toxic substances, but the true depuration of 
the Bjstem is accomplished chiefly through the kidneys. It is 
the kidneys that enable the body to be thoroughly cleansed, and 
this is effected by increasing the renal secretions by cold drinks 
and cold bathing. 

When in typhoid patients the quantity of urine rises from 
500 grammes to several litres and the result is an improvement, 
it is very probable that this is owing to the expulsion of toxic 
matter through the urinary passages. Lastly, we must not 
omit the intestinal outlet, which may be acted upon by judicious 
drastic treatment. 

Bleeding is of use only in toxeemia attended with anuria and 
serious impermeability of the kidneys. Perhaps it is possible to 
do something more to destroy the poisou or prevent its formation. 
I have told yon in what proportions compressed air diminishes 
urinary toxicity. This may be explained in two ways ; either 
disassimilation, taking ])lace in presence of a greater proportion 
of oxygen, gives rise to more completely oxidized ])roducts, 
which are less toxic, or the corpuscles, having more oxygen at 
their disposal, destroy in the blood a greater mass of poison. 
Hence the utility, which is, perhaps, somewh.at theoretical, of 
compressed air or inhalations of oxygen. 

If these methods fail, we can only have recourse to antidotes 
the properties of which we have leurned empirically; in ataxo- 
adynamic fevers, opium, musk, and sometimes chloral, which can 
neutralize certain poisonous effects; diffusible stimulants, al- 
cohol, coffee, injections of ether. Even if the morbid poison is 
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formed by microbes within tlie organs, we are not justi 
Baying tliat it is impossible to oppose its development. At any 
rate, I Lave attempted tliia impossibility. In my tiials of gen- 
eral antiseptic treatment, I Lad to turn my attention to sub- 
stances capable of arresting life in tlie infectious agents 
rendering tlie activity of ttie m.icrobe3 less intense. I had to | 
adopt the intra-venons modeof injection for these substances; for 
the absorption is so alow by the subcutaneous or intestinal method, 
and the elimination through the emunctoriea so rapid, that the 
antiseptic agent would not have time to impregnate the whole , 
system. Observe that in all that I am saying there is nothin 
that should at present be applied to the therapeutic treatment of I 
man; but I am Justified in seeking, by experiments on animals,J 
the solution of problems which so deeply concern the future of ) 
medicine. In order to try general antiseptic treatment by the 1 
intra-venoHS method, it was necessary to attack first those dia 
eases in wbich the microbe exists exclusively in the blood. The J 
objection will perhaps be raised that the pathogenic agents of J 
infectious maladies do not, as a rule, inhabit the blood; this I 
would, however, be to forget recurrent fever, charbon, or malig-J 
nant pustule. But, to speak only of the infectious diseases of I 
animals, if my attempts failed when directed against Chari'in'al 
septicaemia, I obtained some encouraging results when treating! 
bacteridian charbon. 

Last year I made out a list of some of the substances tha^fl 
may be utilized for general antiseptic treatment. Of these I will I 
only discuss mercury. For my experiments I chose f 
iodide of mercury, the most antiseptic, but not the most toxiol 
of the salts of mercury. The therapeutic equivalent of the iodidel 
of mercury is 2 milligrammes. If we exceed this quantity weV 
provoke protracted albuminuria. Tliia quantity is dissolved \ 
means of an equal quantity of iodide of sodium in from 6 to IStl 
cubic centimetres of water, 

I will now give the r^sum^of the trials of general antiseptiefl 
treatment that I made with iodine and meixiiiry. The greate 
number of the animals attacked with bacteridian charbon that If 
treated with injections of biniodide of mercury died. Nev 
tlieless, when we efiected the inoculation of the bacteria i 
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under the skin, but in the blood in the veins, these animals lived 
longer by several hours, even a day longer. Moreover, when the 
animals died we no longer found any bacteria in their blood, nor 
in cultivations of their organs, and the inoculations made with 
their blood were negative. Why, then, did they die ? No doubt 
because they were not able to bear the double attack of the ex- 
perimental disease and the treatment ; but they no longer had 
charbon. At length, after a series of failures, one animal recov- 
ered, and this animal, on being re-inoculated twelve daj^s after, 
did not contract charbon. This is certainly only one fact, but I 
may say that it is full of promise, and this single fact enables us 
to believe that general antiseptic treatment is not merely a vain 
dream, or a therapeutic chimera. 



LECTURE XXXII. 
General Recapiiulation. 

Having arrived at the end of tliis study of the part played 1 
by auto-intoxication in disease, it will be to our advantage to take 
tt rapid survey of tlie knowledge tiiat we have acquired, and wc , 
will tlierefore devote the last of tliese lectures to thia recapib- < 
ulation. 

We found, in the first place, that disease may spring from J 
four main sources. Man, as we have said, contains in himself 1 
the cause of many diseases. His life may not be normal, or^ j 
to express the same idea in other words, his nutrition may be 1 
defective. This impaired nutrition may have been inherited,, 
or he may be the victim of acquired nutritive disorders. Thua, 3 
disease may arise from derangement of the nutritive functions. , 
The human organisni may be disordered through external causes, 
—mechanical, physical, or chemical. To give an example of each 
of these causes, we may mention bodily injuries, burns, and 
poisoning. These causes reach the cells directly and provoke 
their immediate reaction. I must own that this pathogenic 
process rarely remains in a condition of siraplieity, and that 
often it ia rendered more complex by nervous reflex action or by 
infection. External causes, in fact, may also exercise an indi- 
rect influence upon us through the medium of the nervous 
system; it is through this fresh pathogenic process that the 
diseases are developed which I have called diseases induced 
through nervous reactions. Lastly, our bodies may be attacked 
by pamsites and become diseased through infection. 

Poisoning, at its inception, comes under one of these great 
pathogenic groups; but the other processes — the preliminary 
disorders of the nutritive functions, as well as nerve-react iona and 
infection — may also act in a secondary manner hy intoxication. 
When nutrition is lessened,— as in obesity and gout, for in- 
stance,— we frequently observe certain nerve-troubles, — apathy, 
dejection, inaptitude for work, and headache, — and we generally 
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note in the renal, cutaneous, or pulmonary excretions some 
incompletely-oxidized producta of disaSBimilation,— oxalic acid 
and tbe volatile fatty acids. It is admitted, not without an 
appearance of reason, that tliese bodies, wliicli are all toxic, nra 
not foreign to tiie production of these uei've-symptoms. They 
are the very first signs of poisoning due to tbe previous derange- 
ment of nutrition. The same injurious substances, causing 
similar nervous disorders, may, in people who are in good 
general liealth, be produced Bupernbundantly or destroyed insiif- 
flciently, owing to excesses, late hours, mental anxiety, or to the 
influence of dampness, cold, or living in places that are badly 
ventilated and badly lighted ; all of which causes affect the body 
only by first acting upon either the central or periplieral nervous 
system. This is another example of the first signs of poisoning 
due to a pathogenic nerve-reaction. Amongst the substauees 
formed by certain microbes there are some which, even in small 
quantities, are eminently poisonous. Prom such substances 
certain microbes develop putrefactions, which may become the 
pathogenic agents of certain forms of septiciemia. If, then, 
the disease Is not complicated by injury to important organs; if i 
the microbes do not exist in the blood, the nerve-centres, the 
lnngs,theliver,thekidney8, or the heart; if they only exist — sup- 
pose it is a case of septicaemia — in the cellular tissue of the region 
contaminated, it is quite natural to attribute the general symp- 
toms to the absorption of the poisonous matter formed by these 
microbes, and we can hardly understand that these general 
symptoms cotild h.ave any other origin. There are, then, to all 
appearances, certain cases in which infection leads in a secondary 
manner to intoxication. Thus, man is poisoned not only when 
he swallows a poisonous substance or when he breathes a mephitio 
gaa, but also when he is attacked by certain diseases. When 
the poison is produced by some external cause, or when it is 
formed in the system by a perversion of the nutritive functions 
or by the secretion of a microbe, it must be considered an anom- 
alous substance, either as regards its nature or its quantity. 
But normal poisons exist. 

Tbe healthy man, as I have said, is both a receptacle and a 
laboratory of poisons. In feet, he receives them in his food, he 



2S2 LECTDBES ON ADTO-INTOSICATION. 

creates them by disaasimilation, and he forms them in liis 
secretions. Tbe human body is the tlieatre of the toxic elab- 
oratioDB carried ou by the normal microbes which constantly 
inhabit tlie alimentary canal. And yet man is not poisoned. 
He is defended in various ways against poisoning. In the first 
place, ilia liver protects him, by arresting on their way, before 
they pass into the general circulation, the poisons brought from 
the intestine by the portal vein, in order to neutralize them 
or throw them back into the intestine. Then the excretory sys- , 
tern expels the poisons which are in circulation. This is not a 
purely theoretical view. I have demonstrated it experimentally, 
taking the natural product of an excretion and studying its 
toxicity by injecting it into the veins of an animal. 

The traditional idea that normal urine is poisonous had been 
rejected byMuron; its truth was only established in 1880, by 
Feltz and Ritter. But they only observed the fact of the tox- 
icity of the urine ; they did not pursue in detail the study of the 
characteristics of the poisoning which results from the introduc- 
tion of the urine into the veins. I have studied this subject, 
determining not only the quality, but the intensity, of the urinary 
toxicity. 

I found first what mass of living matter can be killed by the 
poisons which each kilogramme of the body of a healthy man 
supplies in twenty-four hours to the renal secretion. I thus 
possessed a standard which enabled me to study the variations 
of intensity in the urinary toxicity, under certain physiological 
conditions and under various pathological circumstances. 

By varying the experiments I showed that there was not 
one particular urinary poison, but that the urine contains many 
poisons. Having by the help of charcoal acted upon urine witli 
alcohol so as to separate its many constituents, I succeeded 
in disassociating the various elements of its toxicity, and in 
showing that it contains at least seven toxic substances: 
diuretic substance (urea); a narcotic substance; a substance J 
that produces salivation ; one that contracts the pupil ; one that 
lowers the temperature; two convulsive substances, — one of an | 
organic nature, the other a mineral (potass). 

It is because all these substances are carried away through the 
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"iirine that the urine is poisonous, and tlmt man escapes. All j 
tlieae poisons come from tlie blood ; aod yet the blood is not j 
poisonous, for it is continuftUy freeing itself from those that i 
flow into it, either by trnusferriug them to tbe excretory | 
system or to the various organs, or by consuming them wl 
they are brought into contact with tlie corpuscles. I have just j 
Baiil tliat the blood is not poisonous ; this assertion must not be 1 
taken literally. As poisons are continually passing through it I 
on their way to the excretory system, the blood must necessarily i 
contain toxic matter at each moment. The blood, tben, has 
really a toxicity, which may be very slight ; tbe question is, can 
this degree of toxicity be disregarded? To conclude that the 
blood is not poisonous, from the fact that man lives with it dif- 
fused over all bis organs, is simply nonsense. The only state- I 
ment that we can permit ourselves to make, a priori, is that 1 
the blood is not sufficiently toxic for a quantity amounting to 
1 kilogramme to be able to kill or eveu seriously injure 13 kilo- 
grammes of living matter. The toxicity of the blood is no 
doubt considerably below this estimate; but I have shown you 
by several experiments that this toxicity really exists, and I « 
have fixed the somewhat narrow limits within which it is con- 
fined. I have been led to the conclusion that a kilogramme of 
living blood contains in its plasma, and only in its plasma, 
enough poison to kill more than 1350 grammes of living matter, 
and that a man would die toxsemic if his blood came to c 
tain ten times as much poison as it does in its normal con- 
dition. But if the plasma of the blood is only sligtly toxic, its j 
cells contain poison, like all the cells of the body, and these toxio ] 
constituents of each cell can only be set at liberty by disassimi- 
lation or by the destruction of the cell itself. Amongst these 1 
substances there are some which are toxic. These poisons, which J 
are contained in abundance in tbe cells of all the tissues, are j 
of two kinds ; tliere are organic substances resulting from dif 
similation and secretion, and mineral substances, at the head of J 
which we must place potass. 

Amongst the products of secretion, bile, which flows peri- ' 
odically into the alimentary canal, contains poison ; it derives' ] 
its toxicity much more from its coloring matter than from the > 
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biliary salts. But, normiilly, the bile tbat is secreted is not very 
dangerous ; its coloring matter and its salts are, for the moat 
part, precipitated in tbe alimentary canal. 

The alimentary canal, however, is an important source of 
poisons; it contains, in addition to the potass supplied by 
various foods and the bile, the prodncts of intestinal putrefaction. 
I bad to take up this question of intoxication by putrid products 
fi'om the points of view of many different experimentalists, — 
Gaapard, Panum, Hernnier, Bergmann and ScUmiedeberg, Ziilzer 
and Sonnenstein, Selmi, Gautier, Brouardel and Boutmy. Then 
I studied intestinal putrefaction ; I showed that alkaloids exist 
in fffical matter, that these alkaloids ai-e of sevei-al kinds, and 
that when those of one kind predominate in the intestines we 
also find them predominate in the urine, I established, accord- 
ing to Stich, the toxicity of fsecal matter. I analyzed the 
elements of this toxicity, and showed that it is due mainly to 
potass and ammonia, but that, when freed from these two ele< 
ments, ftecal matter still retains a certain degree of toxicity 
which must not be overlooked. I have shown that intestinal 
antiseptic treatment, which causes the alkaloids to disappear 
from faacal matter and urine, diminishes the toxicity of both. 

Knowing the normal poisons and the various sources from 
which they spring, I was able to study a form of poison due to 
their retention, viz., urfemia. But I took care to distinguish 
it from the non-poisonous symptoms that arise in diseases of the 
kidneys, — albuminuria, hremorrhage, cardiac and arterial injuries, 
and cedema, including cerebral redema. Thus, as you know, I 
only admit as uriemic symptoms those that are toxio. I have, 
moreover, furnished the only convincing proof of tbe reality of 
toxic ureemia by showing that the urine of urfemic patients is 
not poisonous, 

Tbe urine of nrsemic patients is not toxic, owing to the fact 
that all the poisonous substances normally eliminated by the 
urine are retained in the system of those suffering from this 
disease. But is all that is thus retained poisonous? If only a 
part is poisonous, which part is it? It is not urea. It is not 
the mass of extractive matter ; it is not potass exclusively. The 
toxicity cannot be explained by any one of these bodies singly. 
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Eaoli of them contributes a different sbure to the general tox- * 
icity, — the coloring matter three-tenths, the extractive matter 
one- to two- tenths, and potass and other mineral substances 
four- to five, tenths. The knowledge of the niiiltiplicity of the 
tosic agents enables us to uuderetand, according to the one 
which predomioatea, the many clinical features that uriemic 
poisoning may assume, particularly the convulsive and the 
comatose forms. It explains the appearance of certain special i 
symptoms, such as low temperature and pupillary contraction. 

I think I have succeeded in showing you, gentlemen, that ' 
these pathogenic observations not only satisfy scientific curiosity, 
but that they have for corollaries practical applications; and , 
that, in a word, they are far from being unimportant &om a 
therapeutic point of view. 

After having studied the form of intoxication resulting from ■ 
the retention of the normal poisons, I commenced the study of 
the morbid conditions caused by the exaggeration of their I 
formation, — for example, gastric disorders, constipation, and ' 
intestinal obstruction. I traced the history of various intoxi- 1 
cations by poisons of intestinal origin, such as toxfemia from 
bad sausages ; I quoted a case of Senator's, in which the cause 
of the malady was hj'drosulphuric acid,. — a case of poisoning 
from fish, which I observed personally, and in which the ill 
effects were attributable to the formation of an excessive quantity 
of alkaloids ; I called your attention to a case of poisoning 
from some preserved goose, iu which Brouardel and Bontmy 
discovered a poisonous alkaloid. I showed you that all these 
cases are, in reality, within the domain of infection before they ' 
end in intoxication. In all these cases, in short, we find, between 
the consuinptiou of the tainted food and the appearance of toxio * 
symptoms, rather a long period of incubation. It seems to me 
that the poison elaborated by the microbes in the tainted food 
was too small in quantity to cause poisoning, but that the 
microbes, continuing to multiply with greater rapidity in the 
alimentary canal, amounted in a few hours to a prodigious 
number, and that then the toxic matter elaborated by them ' 
formed a mass of sufficient importance to produce poisoning. 
Here, again, incubation obliges us to admit infection; but the 
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infectious agents form a poison, and the infection ends in 
poisoning. But the most common condition in which we find in- 
toxication occurring through the excessive formation of poisons 
in the alimentary canal is, as I have told you, dilatation of the 
stomach, which, independently of the digestive and nervous 
troubles always recognized as being attendant upon the various 
forms of dyspepsia, seem to me to cause many other disorders. 
It engenders, especially, a habitually chronic albuminuria, which 
may become permanent, but which remains curable for a long 
time, and which is rapidly cured if, suspecting its cause, we take 
the trouble to seek it out, and if, having discovered it, we know 
how to contend against it. It is by provoking anomalous gas- 
tric fermentation, by rendering excessive intestinal fermen- 
tation, by preparing poisons, and especially acetic acid, that 
dilatation of the stomach vitiates the nutrition of the osseous 
tissue and produces a peculiar deformity of certain joints, — a 
kind of nodose rheumatism, osteomalacia, and, perhaps, rachi- 
tis. There are other diseases of degeneration which spring from 
disorders of the nutritive functions caused by dilatation of 
the stomach ; I will merely mention those in which this patho- 
genic influence is most manifestly shown, — chlorosis and pulmo- 
nary phthisis. 

I showed the part playjed, even in infectious diseases, by 
certain secondary intoxications, and I was thus led to expound 
to you my views as to the treatment of typhoid fever, the car- 
dinal points of which are, in my opinion, intestinal antiseptic 
treatment, general antiseptic treatment, antithermic treatment, — 
consisting of tepid baths, gradually cooled, — and a certain sj^s- 
tem of dietetics. I was thus enabled to formulate, with regard 
to typhoid fever, certain general rules that might be applied to 
other acute diseases. 

I showed you the share contributed by poisoning in jaundice. 
This poisoning is twofold. The bile, contrary to what was sup- 
posed, is poisonous mainly in its coloring matter. What saves 
the system from the toxic power of this coloring matter is the 
urine, which is continually eliminating a portion of it; and also 
the cellular tissue and the fibrous tissues, the white fibres of 
which retain within themselves the excess of coloring matter 
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typhoid fever. It lius been ex pei'i men tally eatabliehed, as yoal 
know, that this substance is toxic. Unlike the greater number i 
of auto-intoxications tlmt we Lave met with up to the present, 
what we call acetonemia is self-poisoning by au anomalouB j 
poison, — a truly morbid one. 

In cholera an anomalous elaboration of matter also exists, a 
shown by the violet coloration observed, even at the time of | 
emission, in the urine of certain cholera patients that have been -^ 
treated with naphtlialin. But cholera is an example of complex 
poisoning. I told you that there exists in those attacked fl 
cholera a primitive poison, the essence of which is unknown, 
which is produced either by the system under the influence of 
pathogenic microbes, or by tbese microbes themselves. The 
existence of this poison is shown, in my opinion, by the special 
toxicity of the urine of eliolera patients, which, on being injected 
into rabbits, produces in them the choleraic syndrome, — the 
appearance of cholera, but not cholera itself. But I also told you 
that besides the symptoms caused by choleraic poisoning those 
suffering from cholera underwent, at a certain stage of the dis- 
ease, a secondary intoxication through the retention of the 
normal poisons, and I indicated myosis as the clinical criterion 
of the appearance of this uraemic poisoning. 

I concluded the series of these lectures with therapeutic ap- 
plications, with regard to intoxications in general, deduced from 
pathogenic knowledge. The treatment of self-poisoning derives 
several of its features from the antiseptic method. It was nat- 
ural, therefore, to see what result might legitimately be expected 
from general antiseptic treatment. 

In conclusion, I gave you certain reasons and quoted certain 
experiments, of a nature to lead us to hope that in the future 
general antiseptic treatment may produce good results. 

And now, gentlemen, having taken a rapid retrospective 
glance at the ground we have gone over together, I think I am 
justified in making this assertion : When I liave liazarded certain 
hypotheses, I have never disguised from you the fact that they 
were hypotheses; on tlie other hand, wlienever I have made 
positive affirmations, they have been supported by experimental 
demonstration. 
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cHatcoal, 08, 100, 188, 1T4, ISI, 101, 192, 
9irViio ' ■■ 1 



(oTmuliB for use of, 100, 218, 219 

Eeneral, diBCoased, 104-100 
ydroelilorio uld. 88. 140, ISS, m 184 
in dilated Btomnch. 1T4, lie, 184 
In lypboid, 101-108, 108-200, 218. 210 
InCeatinal, BS-lOO, 136, 187, 181-103, 109, 

210 
lodofotm, 00, 100, 136, 141, 1T4, 183, 184, 

103, 199, 213, 210 
naphthalin, 00, 100, 138, 141, 174, 133, 193, 

218. 219 
potaselum iodide. 106 
■Odium iodide, lOH 
toxic power of, 00, 106, lOT 
anemia, 160, 137 
Anuria, cholerai^T8, 112, Z7I, 272 

Byosls In. fc, 272 
OlieCruclive, 105. 110, 111, 113 
ocular STmpIoms In, 87, 272 



Arclirltic diHlheHls, 6-N 
Arlliritis in dilated alomacli, 165. IB. 
Artificial toiiBniia,methodsofprixiuoliBt j 
23, 21 p -m ^ 

Aacitee, extmustloii due tu, 101 
Aaptiyila, diiatU by, 22 

normal Hubstances a cause of, 10 

toxic oilEin of, 22. 2S 
Artbma, In (Tilalecl stoioaoh, 181. 171 
ABthiuatic type iu dilated sCnmacli, 171 
AUizia, dilated stomach in, 175 

Bacillus gluCUiis, 170 

"' **m1fe^^ 257, 268, S8H : 
of typhoid, 188,180 

injections uf, IS8. 189 



Batlia. 



8,243. 21 
tests for, 213' 



dilated Btomacb, 176, 177 



>a. 218 



a, 218 



in scarlatina, 2l8 
in typhoid, 207, 212-217, 219, 230 
In uiamlB. 123 
infiammacions due to, 218 
llinltB of, 216, 217 
methods of use of, 212-214 
the results ot 214-218 
Bile, acid, 140 

acids, diflcase due to, 10 
excretion of. 217 



uiineraJB, toibi poi 
ot dvBpepiila, 140 
pinnent, i^e Bilirubin 
lK)lBOnsln,.139 
potass in, 82, 86, Se 
salts, tests for, 225 

toxic power nf, 81. 224, 277, 39 
snpptessiJ^n of, Bii 
tests for. 223, 225 
tissues arrest, 224-227. 220, 230 
total toxic power of, 224 
toitemia, 2^235 

toxic power of, vide Toiio power — 

Blllrablu and bile-sails, toxic power oLM 

224,227 ^ *^ ^« 

in laCestine, 226 

intra-renous InjecUous of, 231. 3 
properttes of, W 

tissues ineet, 225, 227 
toxic poirer of, vide Toxic powc 
Blood, alcobollc extract of, T7,7B 



load, alkaloidH In the, 15, IT. T7 
ammonia in, 115 

dues death. 78 ' 

cellB, (rian albnmen. 17, IBS 

destruy poisuus, 17 



tQiiopowBrof,7T, 78 
I diartliDea, 101 
idigotn, 15 

ira-YonouB Injoutlons of, 73, 113 



6 112. US 



ul uiteiula, .a ^o. Ill 
pepUnox in. 17, 165 

porta], 16,17! ■fa, Ua 

putreCauIivii'iiroduutB In, 88, 89 

Bngar in. 215 

HUlpbaretted hydnigen in, IB, 14a 

the aluh^oKne of, 67, 7T, 78 

tha threo &-■■-""" «' i«^,.-*™»*«« 



a, ulliuiulu Drill in, 103, 101 
in. 106 
X. 1(15 
iinorrbu'e In, 105 

('^ " 

Isaiem In, IDS 



Dular 



in eyHtem iu. II 



11,10(1 



peiicanlitiB In. 106 

prurigo in, 106 

purpura In, lOS 

ratinitiiin.lOB 

■rinptoail in, 103-106 
Bronobltis, in dilated Blomacb, i04, 1 
Bulimia, in dilated Btonmcb. 150 
Bntyrlo acid, vide Aetfl, Ijul^rio 

CuAelno, iE 



B, 12ft 



dilated stomach di 

toxfflmia due to, U, 
Cardiac type of dilated stomach. 171 

Cacdialgitt, ill dilatoi" ■- ''" 

indvapepsia, 139 



inmah, 1^ 
Bright' B diaeaso, 



Cliarcoal acta ol . „., , , 

on fsecea.OS, 100. 1S2 

on putrefantlrc products, 02. ISO. lU 

OD urtoB, 64, 67, IS, 100. lai l& 
Charcoal, an antiaeptiR. 08, 100, 13S, 171, 18t, 

ISl, 1B2, m, 2ie ' 

fomiulse for use at. lOO, IIS, 11 

in typhoid, 101. 102. 218, 210 

In nr^mit 186. Iff? 

jofpntrefai'tiveprodQctB.S!.^ ' 






ChlorotWm, in dilated stomacb, 183, 18 

in uismia. 134 
CtalorcBlB, ill dilated stonaoli, IBS, 173 
Cholsmla, In Jaundice. 23S 

□oTmal BubBtances a cause of, 10 
Cholallc acid, in Intestine, IB. 223 
Cholera, alkaloidB nf, 262 

annria of. 78, 112, 271, 21^ 

baciUns of, ■iSO-^ 257, 258, 260, 261, 
2«8 

lilnod of, JS 

Choyne-atokeB nsuirationB in, 271 

etiology of. aifl-2S2 

eiiienmental, 256-259 

fascBB of, 262 

loduromi ill, 28U, 261 



pathology of, 267-d(ia ' 
renal Eysteoi in. 271 
respiratory ByBlein in, 271 
aymptoms in, 67. 124. 271, 272 
temperature in, 271 
treatment of, 260, 261 
artemla In, 271 
urineof. 112,141. 263 
inlnraic nrine, extracts of. 267. 268 
-venooB injectlDD of, 263-2ff7 



Chollc Bold, in Litentine, 18, 2si 
Cirodlatory systeiu. In acute yellow a: 
phy of " — "" 

IglltJSl 

i^ dlttlietes, 187. 3iB, 2« 

in dilated stomach, 158. 161, 165, 167, 

171.172 
In dyspepsia, 140 
in intestinal ulisCructlon. 144, 156 
In intestinal toxsmla, 140. 144, 165 
■ - - . - •■ B3,a6-8g,4e, 



d]>sin"i» In, 1ST 
In Brlght'a dieewe, 106 
In diia.ted Btoma,cli, IBT 
Id dj'Bpepaia. 140. 167 
tn BMlrio caroinoma. It 
hi EasCrlo oloet, ' 



iDJectlUDs, 32, IT. 65-67, 

In toxEBmio, lU 
in orKmia, 86,106. 108 
lEinture ol portal rein k caose of, 118 
oSoi at breatb in, 1ST, 24T 
polBB in, 16T 
respiretlons in. 87, 18T 
temueniture In, 108. 1OT 
tlie brealh in, 181 
Drtne of, 247 
CoDBtipatiun, head&chc In, Itt 
In ayBpepata, 14S 
In hypodiondriaBii, 146 
hi iDWQlty, 146 
mljtrajne In, US 
^T0iU8nteiulD,l<S 
toxaimiit fn, 1» 

Tertian In, 145 
ConauuipMve type of dilated BEomiicb, 171, 

ConTnlBions. and miosis, 67, 83 
In anraiun^nila, 116 
in Briebt's disease, 106 
in dyspopBia. IM 
In emaelatlun. 2« 

in iotm-venooB luiectioiis. M, 37, 3S, 61, 
56-67, 7*. 77, TO. 88, 87. t8, 86. SB3, 



in ^lioid, 240 
in nrKmla, 66,106.106 
anTDlaiTe. of urli~ ■'■- ' 



[lie inorganic. H 66. 

theoi^ic. 62, m. SI). 126. 239 
potasBa, 68. fll, 66, 78, 7S, 82, 95. 122, ISS, 

233,210 
ortne of janndloe, m. 86. «!, 233. 238 
orpyierla, 123, 238-240 
of afeep, 37, 41 
CoprnHula, 101 

Coryia, In dilated Btomacb. 164. 171 
Cramps, Id dyEpeuglUL. 140 

in Intaatlnal ohscmctioD. 144 
fn inUa-venoos injection B, 201, 265 
Orentin. toiio power nf, 79, 118 

nrsmik due to, 118, 119 
Creatine mi a, 117. 128 
UretKil. in putrefactive products, S3 
■a urine, 1M« 

of. 182. 
cretlDii bj, lS-20, 23. ISl 



in dilmtedatonuoli, Ifll-lffl, 171 
in dnpiprta, 138. 140, 117 
inKastTletullDess,llT 



UntaneouB Byetem, in intectliwl obctmc- 
tion, 111, 155 
in Intestinal toxiemia. 110, 141. IS 
in intntrenouB iniootionB, 283 
in jaundice. 230, 235 
in typliold, 192,^6 
in uraimla, 131 
type of dilaled stomaoh, 171 
(Jyanoais, in iucra-veuous injections, 263 



la dlBeasen. 233, •SH 



De&nitfun, of diatheaiB. 3 

of ursemia. 96 

or urotoiic eo-effloient, 35, 17 
Diabetea, acelonoimia in, 217, 3DI 

albuminuria, In. 246 

biood of. 245, 246 

breatb in, 167, 217, 248 

cataract In, 218 

circulatory svBtem In, 167, 216, MS 

coma ot IW, 216-248 

. sretem in, 216 
nin,24° 



respirator); 



usystemlD. 167, 316. 217 
' ciiaDfcea in, 246 
•^-fealhln.l«7,M7,24S 



Dtapboretioa^ la 



of. 142. 216-248 

s of, 142, 247. «B 

_.„,-— „ la urtemla, 1S8 

DiarrhiBa, acid, 139. 110. 168 
erytliBniata, 139,168 
in dyspepata, 189, 110 
In inlra-veaoufl iniectlons, 87, BS, H 

218,264.266,2(17 
tn typbold, 189 
in unemi&, 108,182.189 
nerre-reaivtioiiB a cause of, 6 

toiffliuia duo to. 166 
toxic pownr of urine dbniointiod by, 132 
urine of. 133, 142 
DlatltenlB, ac^^red. 7, 8 

deSnition of, 3 

in dilated atomach. 165, IS6, I6S 
Diet, improper, dilated stmnacli due to, 174 
in dilated aComach. 177-UQ 
In typbold, 217-219 
in umnii&, 138, 137 
toiic power oI tbe urine rarjes vlth, 

Digitalis, l» urteiiila. Its daneera and uaea, 

129. 19U 
Difloaae, abnormal m 

9-11 

xceaa ot minerals 
ofwate 
tonr patbof 

infacElooa.' 
176 

lardaceous, IM 



bollam. 



a cause nf, 10 






.9,a»aiiM;oC,Z-ii,ea, 



iDeualA, In anuiio, 130 
in dilated stnmai^li. 183 
Id typboid, IBS, 21» 



rbaEia, In Bright' 



I iinemlB, 12B-131 

I causa i>( exliauatlou. IM 

liiCesilne, in, Z23 

icid, 139,140 _^ 



in. 139 
--min,13 



Kryibema. in dlnrrLcEB, 13K, 168 
in dilated Btomach, ItQ 
In dyspf^nala, mtl 
in gaal.ru-cnteriliB, IflH 
in iiil«9tinal toxcBuiia, 1% 
in Juutiaice, S9S 

ot filiated 8tonia.h. Ififl, m-lTt 
of typhoid, 176, ISB 



Kin'.iIatory6ystomin,lW 

(.rn.n>.« in, ho' 

(ByHtemln. 139, 140, 1- 
1,140 
n, 13fl, 140 



dearncu In, 140 



coth in, 139 



nf. it, lis 



IB, i4e. lee 



L 



0,140 
- -, - we, 248, 247 

uroohromes 0041, 142, 247 

TBrtlgo In. 140. 147 

vision distni'lied in, 140 

vomiting of, 139 
DjBpeptip tj-pe of dilated Btonmoh, 170 
DvBpniEa, in eoma. 107 

m dilated atoiflaeh, 164 

In nnemla, 67, IDS 

iclampsla. aknormal metaboIlBm a. canse 

^ema, In dilated ntomMib. 102, 103, 171 

in Raatro-BatBrltla, 168 
hnacintion, oanTUlsiiinB In, 240 



i typbold, ISI, 301, ZIH. 24 






lof, SS^ 
men, 103 



ofliile-i^ds, i!27 
of fata, 103 

by the kidnera. eide Kidneys 

nft,ontonBB,10B 

Vide Poiaona 
a^Vi, 108. 118,204,207 



dilated stomach dae to, 181, 1T4, ITa 

Rrythema In. 139 

f »oes in, IBB, 140 

rati ens in, 140 

beadacbe in. 140. 147 

intestinal antiBvptics in. 141 

intestinal gases of, 140, 148, 140 

lavage in, 147, 148 

nerroua ayatflni in, 140. 14V 

ocnlai symptotna In, 140 

parolyBes in, 140 

nyrn^ In, 139 

renal ByHtem in. 140 

Becrations of, 139, 146. 147 

Bulphnrotted hydrogen in, the intcs- 

symptoms of,' 139," 140, 146^ 147 



of eaetx, lb3 
of urea '•' " 



103 



—.of, 43-46 

, oaaaeaof, 103, 104 

Exopbtbalmic goltie, dilated atOQUuIi in, 1 



In putreiactivB prodncta, 93 
mlcio-oieanlama produce, 12 
toiic power of, 117-110, 12a 
urDQOiia doe to J07, ui-ll9, 125 



in typhoid. 217 

LitntTenoua injections ot MS?, T. 
88, 89. S2-ffi, 98, 142, 148, ZJS, 



If fGBres, 94 
nl liver, 78, ■ 



,ph"ld,2I7 

of niuBcle, 78, 79. 83, BH, 92, 93, 142, H3 
of putrefactlye producla, 88, 89. 91-)A 

BB, 142, 143 
ot utine, M-S7, 78, 125, 257, 288 
the narcotic, of urinB, SU, 125 
the slalogenoua, of urine, 56, TB, 12S 
watarj, 6J-fi7, 79, 91-90, 2B8 

eece8,BCid, of dilated at 



Hmmonla in, 94,139 
rarbolio acid in, ill 
charcoal acta on, 98. 10 



F'BRea, exCrBotiveB tn. 



mlneriLlB In, 1S9 
napbthallu acM un, V. 
of oholeii, 263 
tir dlliiteil Blom&cli, 1 
of dyspepala, 140 
orgaulc mutter In, 13 
p(&r>ai lu, IDg, 111 
potass in, Sa. 139 



Fatlgno, fti dyBpepsia, 1- 
PatB, exoretnrv power o 
Flye modBB of aetlou of 



IB iniecllona of eitracta of. 



GaBtro^DteritiB of cUldien, BjnuptDing ot,, J 

GlBDdA. a toxic Boarce, 96 

miaunaicfl,^a30 

in typboicl,]8a 

micrS-orgflDiama In. 188 
GlyciEtnla, 10. M5 
GlycerinTin tjphoiil. 218. 818 

Intra^veuone Inleetion of, ES 

toxic puwer of. 2B 
-lyciwbolateB, t*IeBile-aaltfl 
OlycDClioUc acid. In intestine, IS, 223 
aiycoSDria, 215 
Oaltre eXDphUialmic, dilated staiDacb 



Hjemai 



Fire tbeorles of arsmla, 1D7-]3S> 
{11 ammonffiinla, 107. 115-117 
(3) cerebral cedema, lOT. lDt>-llI 
(S) Bxtractii-ea. 107, 117-1111, Iffi 






ary dyat 



(3) luf eetion 

Four sonrcoB of Inteatioal poisons, 133-] 

(2) fEeces 
(9) food 

(J| pnirefantivp nroilni'tfl 
Four f.m,.:es of tosii materials, Sfl 

(■II eZuU 

(31 putrefactive yroanetg 

Four BourecB of nrsuila, 138, 131-138 
(])disMBimilation 
(21 food 
IS) patrefactlTo prodnctB 

(4) BOGretlous 

Qangnne, In typliolrt, ISO 

Qasei, In Inteatlne. 19. 140, 148. 14!). 155 

Gastric canjinoma. coma In. 1S7 

dilated sComsch due lo. 175 



imach UuB to, 175 



GsBtrltlB, coma in. 107 



Brlglit's Olaei 



MOS 



n g bn toiicp.)wProf,7S 
____ OR buiEBni a. in janndice, 280 
Ha'm rrhiE acnlB yellow fttiopby ol 

nB gh B OlfieaBe. 106, 106 
in dilated atouiacli, 165 
In intra-yenons flections, BS, 61, 7B-TS J 
injsnndice,!Sfl,m2SS ' 

In tjpUonL 200 
^dacho, and constipation, 145 

in ilUakil BConiach, 181 

in unHDiJa, 108 
jpatlc tyiie of dilated BtomHOli, ITO 



Hlppurieacid, toiici 

nraimiadneto, ill 

Hydatids, uriioaria a 



nation of, lia. ,1 



HydriKmia. camet of, lOi 

in JSrietit'B disease. iUl. 105 

iu)auKdtflB.2M 

in lurduceouB OineaEe. 104 

uremia line to, 107, 109-111 
KydroublnHc acid, vide Acid, liydn>-j 

Hydrogen BUlpbide. In Ijlood, 15, M 

m Inteatbi^ IJO, inS, 149, 156 

toxstmla due to, 146, 140 
Hydropathic rreatment, ride Balbs 
Hyperpyreita, ufdel'yiraiia 
HypocliondrtnaiB, conatinadon In, 145 

In dilated stoinacb, ih 

Indican, and IndoL 141 

In orine, 1^ 142 

of intcBtinal draeasc, 141 
IndiKo, In portal blood, 15 
Indnl. and mdlcan, 141 

in fiecee. 141 

in putrefactive prodactB, 93 

Infeclinn. alinnnnal metabolism precedei,.^ 

and Intoxication, SO-91, 145, 160-IG3, ISO, J 
190 ^ 

In tj-pboid. IHO 

nervona inlluenfes precede, 6. 7 
Inteccire disease, dcalh in. 236, X» 
lilateil Btomi.cli a cause of, 176 
due to, 176. 176 



iiiria In, vide AI 



a In, vide Circi 






„ JIB in, uJiie Uonvnlsion; 

cmoipR In, ZB4, W 
eiopfitbaJmoB In, 33. 3T, 38, 74 
- - jturia In, 38, 51 

irrhaBBfl ill. 33, 61,78-75 

Idanatomyln. St).l«, 148 

ia In, vide Myoiia 

]ua syatem fn. tXde Ilcrvi 

,r iymptoms tn, vide Myc 
I NervouB Bystnm 
iobol, 27, 28 



5, 142, 143, ZffT, 268 
bllBrB0^226,22 
blood. 73, 143 



a^rttCtt, 55-67, 77-79, 81, 



oC choleraic urine. 2S3-2S7 
or diabetic nrlne, 24, 26 

ol eiCractB. vide'ExCrscCs 

of fEBcal oxtracta, B4, 115, SR 

ol Klyceiin, 28 

or lanndloed urine, 86, 87, 238 

offlTer-eiltaot, 7B.7B 

of mlcTD-organlBQiB. 28, 183, 188, 243, 

of mnmlne urine. 36-39 

of lunscle-eitraula. 7B, 70. 8R, SB, t)2, 

B3, 142. ■ ■" 
ofpaMiol 

sf, S37-; 



:lcal nrlnea, 34-30. 31 86, 
prodncts, 33. 86. 



of putTflfactii 
91-83, 1^ 14-^ 
of pyrexiai uri 
of seplio urine, 
of Bemm, 74-76 

o, 287,238 

Of typboid bacillus. IIUS, 139 

of nnia, 49, 60, 61, 112. iLS 

lit Di'ii: acid. ^1. 62 

of uciue. 36-56. 88, ST. 237-240, 267, 



leOe 



t7,r. 



8, 54-58, 94-98, 2 



TeBpirator; syatGm in. vide Respi- 
ratory ayatem 
HdlvatfoD in, vide SalWatinn 
taiuperatnro In, wide Temperature 
Qie strength of, 28 
nrlne in. aM-2aT 
inbcatanenuB. albutnlnuTla In. 24 
of nrlne, 24 
KlniWM 



k 



Intwtinal antise^tiCB. 98-100. 186, 137, 191- 
193. IM. 219 
in dilated stomach, 171, 183, 184 



155 



ory syati 



collapse In, 144 
cramps in, 144 
cutaneona Byatem in, 144. 14 
earthy pallor of, 144 
erythema In, 155 
layaRB in, !47. 148 
mydrlaaU In, 165 
nenrona ayatem in, 144 






1,144 



,116,1= 



tymuaaites In, 144 

urine of, 142 

vomiting In, 114 
polsona, orijEin of, 188, 138 
toDcmia, 139-192 

acute, 188-163 

anhldroaisin, 151 

treatment of, 14T, 148 
itestine, acetic acid In, le 
acidsln. 16, 18. 141. 142, 228 
alkaloids In, 97,-98.166 
ammonia in, 140 
bile-acids in, 18, 233 

-piement in, 223 

butnic acid in, IS 
curboUc acid in. in. 141. 142 



lactic acid in, 16 

raincralB in. 138, 130 

origin of poisoaa in, 138. 139 

oxaUc aciil In. 16 

taurochoUc acid in, 18, 223 
Intoiicatlon, and Infection, 8B-01, 145. 150- 
158. IB7, 180 

of blood, the three aonrces of the. ST. 88 
Iodoform, an antiseptic, ie.lOO, 136, 137, 141, 
174, 183. ISJ, m. 190. 218, 219 

formnln for use of. IdO. 218, 219 

in cbolera, 260, 261 

In dilated atomacb. 174, 183, 184 

InI;-phoid.l93.2l8,219 I 

in onemta, 136 

Jaundice, acbolia in, 2% 233, 234 
BlliumlDUTia lu, 231 
blood of. 280, 231 
cerebral (sdema In, 131 
cbolffimla In, 238 

clreulitory ayatem in, 230, 232, 234, 235 
couiuhtions fn. 233 

"fl, B7, 233, 238 



emaoladoli'^'s^: 
episCaiis in. 230 
erythema In, 236 



INBEX. ^^H 


JsuuiUcB. fattrdegeneraHona in, iS7, 230 


Liver, enlarged, ectopia due to, 160 ^^^H 
-exCiaut,Jntta-renoaa injection of, 7B. .^^^H 


UnmorrtiBgea in, £30, 23S, 235 
hydriemiik in, 231 


fnnc-tioUB of the, 230, ^ ^^H 


iu Haute valluw atniphy of llTer, 23S 
!■> ailateisMmach, im,m. 170 ' 


in dilated atomauh. lai, ISO, 170 ^^^H 


of Jaundice. 228.230^ ^^H 


intri-YBnoua injection ot urine of, 88, 


kidnejB in. 227, 226, 230^2Sa 


pntrefactivepiodnctB arrested by 14S ^^^H 


leudn Iu. 231 


LunKs. excretion by the, 18, 20,31, 23, fSl ^^^M 


='i,=-,r5^»,«.i«, 




eaales. baths in, 218 ^^^^| 


pnuitoa ini^ 


eat. tainted, toxemia due to, 1G1-1G3 ^^^H 


eal^exDact, tn typhoid. 217 ^^^H 


pnl»!iB,Z30 


etcury. advantages of, 200. 201 ^^^H 
an aiitifeptic, W, W. im, liH), WO, 218 ^^^H 


putpuirain.235 




renal syatem in, 227, 22B, 230-235 


In typh<]i^90-20I. 218 ^^^| 


spleen in, 230 


syniptonm in. 225. 230 


method of use of, 201 ^^H 


temperature in. 235 


salivation by. 200 ^^^H 




sequels after use of, 200 ^^^H 




toxic power of, IW ^^^H 




Metabolism, abnormal, acholia due to, 11 ^^^H 


toilo powoc of Qrine of, vide Toiio 


coma due 11 ^^H 


tyro»ln''ln?231 


eclnmnsi» due to, 11 ^^^H 


nrsmia in, 233-236 


and infection, 5 ^^^M 


urea of, 228. 231 




urine of, 82, 86, 87, m-m. 229, 231, 233, 


in acuw yellow atrophy of the Uraii ^^^H 
In diabetes, 248 ^^^| 


lantliin in, 231 - 




sfcSisea"''*' ^1 


Kidneye, excretion by the, IB. 21. 70, Jl, 73, 

86, los, lie, "ss. m, 241, 242 


In pyrexia, 204 ^^^H 
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MnminB, tlie urine of, 38-18 
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Mortality of typhoid. 192, 193, 30O, 320, 221 
Musfile, alcoUafic eitracte of, TB. 142, 143 
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-extract, composition of. 79 
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S», H2. 93. 142. 143 
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on urine, 91), 100 
tormnlffi for nse of, lUO, 218, 219 
In acute yellow atrophy of the User, 

231,2^283 
In choleraic 200. 281, 283 
in dilated BConiauh. IT4. 183 
in typhoid, ISS. 2IS. 219. 2S2, 283 
in arsmia, ISO, 137 
In urine, », IDD, 282 
Narcotic, the, ot urine, 62, 125 

enic process, 3^ 
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.stiniulalfen In nrffimla, I2» 
NervouB debility, dilated Btomach dne to. 



0.2-8.68,103 
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precede Infection, 0, 7 
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In diabetes, 187, 340, 247 
In dilated Btomach. Idl, 107, 170, 
In ilysueuBla, 140, 147 
in intra- venouB iDicctionB, 26, R2-34, 
36-tB, 48, 47. 61, a, 66-67, 74^ 77, 79. 
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ObshTiclive anuria, lOS, 110, 111. 118 
OeularBymptomB, in anuria, 67, 272 

Iti^riebt'B dlBeaae, 106 

in cholera. 07, 124, 271, 272 

In diabetes, 240 

In dilated Btamacb, 181 
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In typhoid, S2 
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Odor, of breath, IN'<K Breath 
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la toxiemla, 161 
Peptones, and albamen, 10, 1 

and lulcro-oreBiilitniJ, 87 

biurid-celU trausform, 17, 

dieease due to. 10 

Bicrettonof.lOa 

In dilated stomach, 183 

Inthearitie, 104. 166 

in typhoid. 217-219 

of lardaceous disease. IH 

toElc power of. 10 
PereuBsion bIeu, in dilated stomach, 166 
Perioarditls, fn Br^ht's disease. 108 
Phalangeal nodee, ill dilated stumacli, 16^ 

106, 172, 176 
Fhlebltla, In dilated Btomaeh, 105, 171 
Phtblsia, in dilated alomach. ISA, 172 
Phyelcal signs ol dilated stomach. 160-168 
Pityriasis veraioolor, in diluted itumacb, 

102 
Pneumonia, batbs In, 216 

qululne In, [»8 
FolBon, I '- '" - 

PoisouB, 

blood a 

xretlon ot,'i6!*i8,*2^23. 60, 70-78, 10 
108 
food a source of, 96, 97 
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aastric juice neutralliaa. ffl, 98 

Fn blood, 15. 17, 70-A >=&, 96 

in fatCBB, 13B, 141 

In the alimentary system. 88, fi3jB7, 101 

In tiSBnes. 10, 22, 83, 90, VJ, 224-227 

in urine. 16. Ill, 142 

liver arrsBtB, vUte Uvor 

modes of arrest ot 144 

origin ot, £6, 97 
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Portal blood. 16. 17, 72, 143 
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toilo power of, 72. l33 
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symptoms due to, 128 

total toxic power of, 12S, 128 

toite power o£. vide Toxic power 

uriemia due to. ID7, 120-128, 238 
Profinoais, of dilated stomaoli, 1X6 

of jaundice. 23S 
Prnritna, in jaundice, SSO 
Ptisan, in cyptioid, 21T 
Puerpeml fever, quinine in, 1B8, 210 
Pupil, vide Mydriaals aud Mvosib 
ParestiTBa, in Burgleal operaClonB, U 

fii typboid, 193. 218 

In ursmJa, 131. 132. 13S 

remove poisons, liB 
Farpura, in Bright's disease, 106 
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ln)aQndice,236 
Fntrefactlve prodncta. alkulaida in, fl 

— nmonia in 93, 96, 140 
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in derolopg. 94 
u.i>iiuia dne to, 126 134-183. 2S3 
Pflorua, obBtracted. clil&ted atonuch due 

Pyreila. attlBotel. 263 

mibB in, 206, 207, 212-217, 220 

blood of, 2ffi, 206 

drcolator; sf stem in. 208, 2M 

conTutarto urine of, vids Convulaive 

diet in, 217-319 

dlacuHed, 262-^09 

eflenia or, 202, 203 

heart In, I0( 

In Jaundice, 235 

In typhoid. 191 

metabollam In. 204 

multiple caniBfa cil _., 

patboTcw; of, m 2U6, 208,_2IW 



6.207-209 
208,209 
8. 20^11, 219 

toeatmentot, 205-207. ■JOBSn 
Urine of, vide L'onvnlBlve 
nrochroniea of, 240 



Itecapitnlatlon, general, 280^88 

injections, 28, 33, 

B«nal svBtetD 'in acute yellow atrophy. 232 
In cholera, 271 
in diabetes, 246,247 
in dilated stomacb, 160, 181. 18S, 171, 

In dyspepaifl, 140 

,_ . ., inJBCtlonB, 25. 28. 

65, 66. tf7, 243, 2Bt, 
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in diabetes, 167, 247 

In dilated stomach, 168, 163, 184, iST. 172- 

in Inlra-vcnoHs inieclinna, 26. 88. S/, 46, 
GO, 71. 66, 89. 83 

in typhoid, 190. 200 

in urEemia, 66, lOB. IflS. 181 
RevulBivea. Id iirn^mla. 129 
Rlieuniatlc type of dilated Btomach, 171 
Rhpiimatism, Initio in, S16 
Rickets, la dilated stomarh, 166, 188, 172 

Salivation, fn intra-vonous Iniootiona, 47, 
55-67, TT. 79, Iffi 

in nrserotii,B7 

niercurial. 200 
SsuBages, toiremia due to. 161-153 
Scarlatina, baths in. 216 
Secretions, unemla due to. 128. 134-136 
Sepslue. an alkaloid, 91 
Septic urine, intra. ~" 



{61 myotic 
(61 narcollo 
(T) aialaet^ie 
SlalaeuEoe, the, of blond. 67, 77. 78 
"-B. of nrine, 66, 67. W. jifa 



n the urine. 87 
-lye, tntra-venouB injection of. 62 
toxic power of, Wrfe Toxic power 
Spleen, the, vide Qlanils 
Stetponemia, 101 

Stomach, dilated, acid f»ceB of, 169 
acne in. 163, 171 
albuminuria In. 164. 171. 186 
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Stomach, dilated, alcoholism a cause of, 

175 
alimentary system in, 159 
and typhoid, 176, 186 
angina, false, in, 161, 171 
antiseptics in, 174, 183, 184 
aphasia in, 161 
arthritis in, 165. 166 
asthma in, 164, 171 
asthmatic type of, 167 
baths in, 176, 177 
bread in, 178, 179 
bronchitis in, 164, 171 
bulimia in, 159 
carcinoma a cause of, 175 
• cardiac type of, 171 
cardialgia in, 159, 171 
chlorosis in, 158, 172 
circulatory system in, 158, 161, 165, 

167, 171, 172 
clinical types of, 170-172 
coma in, 167 

consumptive type of, 171, 172 
contractions in^61, l71 
coryza in, 164, 171 
cutaneous system in, 161-163, 171 
cutaneous type of, 171 
debility a cause of, 175 
diathesis in, 165, 166, 169 
diet in, 177-182 

dyspepsia a cause of, 161, 174, 175 
dyspeptic type of, 170 
dyspnoea in, 164. 167 
eczema in, 162, 163, 171 
emaciation in, 165 
enemata in, 182 
enteritis in, 159 
erythema in, 163 
etiology of. 169, 174-176 
faeces of, 159 
fluids in, 178, 180. 181 
gastric causes or, 175 
gastritis in, 159 
haemorrhages in, 165 
headache in, 161 
hemiopia in, 161 
hepatic type of, 170 
heredity in 169, 175 
hydrochloric acid in. 183, 184 
hypochondriasis in, 171 
improper diet a cause of, 174 
in ataxia, 175 
in goitre, 175 
infectious disease a cause of, 175, 

176 
infectious disease due to, 176 
inhalations in, 177 

iaundice in, 159, 160, 170 
:idneys in, 160, 164, 170 
latent type of. 170 
lavage in, 147, 178, 183, 184 
lithiasis in. 170 
liver in, 159, 160, 170 
mental causes of, 175 
migraine in, 170 
mUk in, 180-182 
nervous causes of, 176 
nervous system in, 161, 167, 170, 

171 
nervous type of. 170, 171 
neuralgia in, 161 
night-sweats in, 161 
nodes, bony, in, 165, 166, 172, 176 
ocular affections in, 161 



Stomach, dilated, osseous system in, 165- 
168, 172, 176, 185 
osteomalacia in, 166, 167, 172 
paralyses in, 161 
peptones in, 182 
percussion sign in, 156 
phlebitis in, 165, 171 
phthisis in, 158, 172 
physical signs of, 156-158 
pityriasis versicolor in, 162 
prognosis of, 185 
purpura in, 165 

renal system in, 160, 164, 165, 171, 185 
respiratory system in, 158, 163, 164, 

rheumatic type of, 171 
rickets in, 166, 168, 172 
splashing sign in, 157, 158 
stimulants in, 178, 181 
succussion sign in, 156 
symptoms of, 158-172 
the breath in, 159, 163, 167, 247 
the sweat of, 162 
the ten clinical types of, 170-172 
toxaemia in, 155-17^ 
treatment of, 174-186 
urine of, 142, 164, 165. 171, 247 
urochromes of, 142, 165, 247 
urticaria in, 162, 163, 171 
vertigo in, 161 
Succussion sign, in dilated stomach, 156 
Sulphuretted hydrogen, vide Hydrogen 

sulphide 
Sulphuric acid, vide Acid, sulphuric 
Summary of the treatment of typhoid, 
218-220 
of uraemia, 137 
Sweat, vide Odor of 
Symptoms, in anuria, 67, 272 
in Bright's disease. 103-106 
in jaundice, 225, 230 
in potass poisoning, 123 
in toxaemia, 150, lol 
in typhoid, 190, 191, 200 
in uraemia, 66, 67, 106, 108, 100 
of ammonaemia, 116, 117 
of dilated stomach, 158-172 
of dyspepsia, 139-147 
of gastro-enteritis, 168 
of intestinal obstruction, 144, 145, 155 

Table of the toxic power of minerals, 124 
Taurocholic acid, in intestine, 18, 223 
Teeth, changes in the, in dyspepsia, 139 
Temperature, in ammonaemia, 117 
in cholera, 271 
in coma, 108, 167 

in intra-venous injections, 25, 26, 38, 
36-38, 47, 49, 53, 55-57, 238, 240, 243, 
264,265 
in uraemia, 67, 106, 135 
vide Pyrexia 
Ten, the, clinical types of dilated stomach, 
170-172 

(1) asthmatic 

(2) cardiac 

(3) consumptive 

(4) cutaneous 

(5) dyspeptic 

(6) hepatic 

(7) latent 

(8) nervous 

(9) renal 

(10) rheumatismal 
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v^euble acldn In, 217 
Tyroflin, In blood. 231 

in doueb, 179 

In mueDle-exIract, 79 

in patref active products, S3 

in nrvmlB, UO 

In urine, m 

toxic pavor of, 116 

nnemla, a complex poiaon, 100, 127, 138, 

3tBbolism a caiieo of, 12S, 

108, 109, 126, 134, 

3f, 107, 115-U7 




Uriemls. perebnl mdemB a cauie of, 107, 



ublorotomi in, 181 

oonia In. (W. lOS. lOH 

oonvuUlona in, flfl. 108, 108 

ereatin a cause of. llH. 119 

culanBous evBCein In. 1»1 

deamtlon of. 90 

dlurrhuia Id, 108, 132. 188 

diet in, l.wTlS? 

digitalis in. 129. ISO 

diiuiuiBbed meUIwlUm in, 186 

diuretics in, 1^131 

dyspniBa in. 01. lOS 

eioetics iu, 181 

enemata iu. 130 

etiology of. lOe 

eilraciives a cause of, 107, 117-119, 



irlc acid a cans 
omla a cauBe ol 
ndice, 2SS^eS 



lOf . 109-111 



' Inbalatlons In. 1' 
iniectlonain.l3U 
Inaofomi in, 136 
kldnoj-stn. 106, 108,181 
leuRinacanseof, ilB 
milk lit, ISO, 185-137 
minerals a oauie of, vide Miuerate 
morbid anatomy ol, 110 
myo«Is In, 67, 121 
naplitballn in. 136, 1ST 
nerye-atimalatlon in. 129 
nerrouB syatem In, 66. B7, 108, 168-110 
ohatruutivo, 110. HI. 113 
ocular aymptiima In, 67. 106, 121 
of cholera. S7I 
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JouN M. Kbatiko, M.D., PhllailelptifB. and William A. Edwards. M.D,. f hllih- I 
deljiblk. Illnstrated by PhotographBand WocHl-EugriiviuEa. Abimt iBS pagea. Stol i 
Uoiind in Cloth. 

Price. In Untied SUMs and L~iinad». Sl.60. net ; Grout Briuin, tin. 6d. i 
France, B fr. 30. 

KRAFFT-EBINQ— A Text-Bool< on Insanity. 

Fur UiB L'ae of Btudenta and Practitioners. By Dr. B. VOK Kraftt-Ebiko.] 
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Illnstrated by Ontllne Drawings and Photo-EngraTliiEa. 12roo. Abont 125 prini 
pages, besides tbe blank leaves for notes. Extra Cintb. 

Price, In United States and Canada. •1.8S, net ; Great Britain, es. Bd. ; 
Franeo, 1 fr. IB. 

MA5SEV— Electricity in the Diseases of Women. 

Wltb Siiecial Rpforence to the Applicatinn of Stronn Cnncnln. Hy O. UbtTok ■I 
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AtmosiibBre, Part IL A Uomplelfl History of Che United States Weatber Bureau 
frnm its Beginning to the Fresant Day, specially (lontrtbuted by Prcif, W. M. 
HARBinOTon, i;bier of Ibe Weather Buraan in Washington, D.C., BiTlng bIbo a foil 
list nf all tbe stations under the immeAiAte anntrol of the United States Uiiveminent. 
Part 111. Weather and Climate. Part IV. The Influence of Weather and Season nn 
Disease, profusely Iliuatrated throughout. One volume. Crown Octuva Over WO 
pages. Clotli. 

Price, postpaid, in United .Stales and Canada. Sif.OO. net ; Great Brltali 
Sb.( Fiantp, » fr. no. 

*MYaiND— Deaf-Mutlsm. 

By HoLOEB MvoiND, M.D,, of Copenhagen. The only antliorized I 
Edition. Comprlaing Intiorloetion, Etiolofry and PatlicigeneBls, Mofbid An 
Symptoms and Sequolse, Blaenoals, prognosis, and Treatment, Crown ( 
About 800 pages. Cloth. 

Priee. post-paid. In United SUtea and Canada, MB.OD, net; Qrent 
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MSSEN— A Manual of Instruction for Giving 5wedlsliJ 
riovement and Massa^ Treatment. 

By Prof. llARTVio NiBSKN, late Instrnetor in PiiyBira! Ciiltiiie and Gym- 
nastlCB at the Johns Hopkins UniTersity. Baltimore, Md., etn. With 39 Urfglnal 
Wooa-EngravingB. 12mo. IfflpngBS. Cloth. 

Piipe. in ITultcd Hta<«s and Canada. Ml.OO, net ; (ireat Britain, 6s. ; 



a Iiedger and Aoconnt-Book for Physicians' Cs?. meeting all Ibe Re- 
of tbe law and Courts. Deaignort by William A, Bkibbbt, M.D., of 
Pa. There is no BxaBjrenWion in stating thattbisAncnontBook and Ledger 
the lalior of keeping physicians' accoants more than one-half, and at (~ 
le secures the grealaBl decree of acenracy, 

(Jo. I, 300 pajres for flOO Accounts per Year, slEc 10 x 12, Hound 
In ^-Russia, Raised Back-Bands. Clotli Sides, in United Statea and 
Canada, Sn.O0.net; Great Britain, XSs.i France, 30 fr. 30. 
fn. 2, BOO pai;es for 1800 Accounts per Year, size ID x 12, bonnd In 
ft^-Russia. Raised Back-Bands. Cloth Hides, in Unltnd States and 
Canada, S8.00; Great Britain, tSs.; France, 49 fr. 40. 
for deacriptlTB circular shaving tbe plan of the book. 
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Physicians' Interpreter. 

Ill Fi>ur tisneuiMces, English, French. German, and Italian. Specially arranged <] 
for iliagnoBia by M. von V. The plun of the bmik \s a eystematlc arrangemi 
questions upou iha yarioua bianolies o( practteal Medicine, and escli questioii 
worded that the only answer required oC the patient Is merely Yes or IJO. Boadd In <1 
full Kassia Leather, [or carrying In the pocket, tjize, hxt% Inebe;. 2D6 paeea> f 
Price. In United SUKs anil Canada, •1.00, net ; Great Britain, 6b. i 

PURDY— Diabetes. 

Its Came. Syroptoms, and Treatment. By Chab. W. Purdv, M.D., Hono 
Fellaw of the Royal Culleee o! Phyaieiaus and »ni^eons ol Kingston t Antbor of .1 
"Brigbt's DlHense and Allied Affections of the Kidueys" ; Member iit tlie Awecla- 
tinn at Ainerlciui PliyBlelaus; Member of the American Medical Association, etc, 
etc. With ClimcolIUustrations. 12n]D. l»l pages. Extra Clolb. 

Price, in United States anil Ctin ads, Sl.SS, net; Oreat Britain. 6s. ed.; 
Fiance, t b. 70. 

PURDY— Practical Uranalysis and Urinary Diagnosis. 

A Manual (or the Use ol Pbyaiciana and Htudcnis. By L'HAS. W. POKDy, j 
M.D., Anlhoral "Diabetes; ita Cause, l^yinpComs, and TreaCment"; Member ot Id 
Association of Aiuerleon Fhysli^ans, etc., etc With numerous tllustratlUDB, In 
ing several Colored Plates. Crown Octavo. Aboat 350 pnxea. Extra Cloth. 
Price, in United States and Canada. «!i.SO, net. Great Britain, 148.; 



REHONDI NO— History of Circumcision. 

From the Earliest Times to the Present. Mural and Physical Raasoos for its. J 
Performance; with a History uf EuDucblsm, Ueiiiiaphradism. etc., oud 
Different Operations Practiced upon the Prepuce. By P. C Rkhondimo, M.D.J 
Member of the American Medical Association, of the American Public B 
AMOOtatlon ; Vice-President o( California Slate Medical Boclety, etc. limf 
pages. Extra Cloth. IlluBlrated with two Una full-page Wood-Engravings, Bh< 
the two principal modes of ClrcumclBlon in ancient limes. 

Price, In United States and Canada. BLSfl. net; Great Britain, 6>. ed. 
France, 1 tr. 7B. A Popular Edition (unabridged), bound In Fape 
Cuveni. is also issued. Price, KO oeotB. net; Great IJiitaiu, 3s. 
Prance, 3 tr. 60. 

REnONDINO— The Hediterranean Shores of America. 

Southern California: lis Climatic, Fliysical. and Meteorological CoudltlonB^J 
By P. C. Remondino. M.D. Royal Octavo. ITS jages. With j£ appropriate lUni 
trationa and 2 flnely -executed Maps of the region, abiiwing altitudes, ocean currenl^'l 
etc. Bound in Extra Cloth. 

Price, in United States and Canada. SI. «a. net ; Great Britain, 6a. 6d 
Fiance, 7 fr. 7fi. Cheaper eilltlon (unabriilgea). iiound in Paper, 
United Mtates and Canada. 75 cls.,net ; Great BriUin. 4s. ; France. B I 

"^ROBINSON and CRIBB— The Law and Chemistry RelatinsJ 
to Food. 

A Manual fur the Use of persons practically interested In the Admin 
of the Law relating lo tUe Adulteration am! Unsoundness of Food and Utugs. By H 
MahSfibld BoErasoM, LL.D. (London), Solicitor and Clerk to the Sboredlte! 
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orityj law Examiner fo 
I. H. Cribb. B.Sc. (Loud 
, etc tlruwu Octavo, At 



ROHE— Text-Book of Hygiene. 

A Couiprulietielre Treatise on the Frlnciplea and Practice nf Preventive Medi- 
cine from an Ainorlcan atand-polnt. By GkoROBH. RoHfi, M,D., Professor of Ob- 
stetrics audHygicne lu the College of rhyBiciaiiB and Hutgeons, Baltimore ; Member 
of tne American Pnblic Health Association, etc. TulRO tCnmoM, carefully 
revised and enlarged, with many UluatraUans and valnable Tables. Royal Octi 
Over 150 iiBgos. Extra Clotli. 

Price, In United Btateri a"d Caoa-la, •3.00, uet; Great Britain, l*s.; 
France, 1§ tr. 00. 

ROHE— A Practical Hanual of Diseases of the Skin. 

By GBORnEll. Vjiak, M.U., asalxted by J. Williams Lukd, A.B,, M.D.,Ijeot- | 
iirer on Dermatology and Bandaging in tlio Collet'e uF Pliyrsiclaria and Burgeons, ' 
fialtimoiB, etc 12nio. Uver 3Ul> pogea. £itru. Uloth. 

Price, in United SUtes aiid Canada. BLMS, not; nreat Britain, On. Sd.; 
France, f tr, TA. 

SAJOUS— Hay Fever and its Successful Treatment, 

By KupKHiriciAi. Ohoanio Alteratiok ok tub Nasal Miioihib Mbk- 
BRAHE. By CHAItLES E. t)AJQU9. M.D.. Cblef Editor "Annual of the Uuitersal 
Medical Scfoncee"; formerly Lecturer on RMnology and Laryngology In the Jetfer- 
son Medlual Uollee;e, etc. Witb 13 Engravings on Wood. I2mn. Extra Cloth. 
Price, hi UnileU Slates and Canada, Bl.OO, net ; Groat Britain, On. ; 



«5CHUSTER— When is Harriage Permissible after Syphilis? 

By Dh. SchKHter, of AlK-la-Chatielle. Translated from the aennfln by O. / 



t, M.D., 1 






Price, as CI 



SENN— Principles of Surgery. 

By N, aENS, M.D.. Ph.D., Profeaaor of Prtudples of anrgery and Surgical I 
PatholuKy In Rush Medical College, Chicago, 111. ; ProfeHsor of Burgery in the ' 
Chicago Polyclinic, etc. Royal Octavo. Wllb IDS line Wond-Engravinga. e24p»KaB. 
Price, In United Btaies and CatisOa, Cloth, at.no, ni't; Hlieep or Half- 

RuEBla, R5.50, net. Great Britain, Cloth, 24ii. Bd. ; Sheep or HaJf- , 

BuMla, 30s. Franco, Cloth, Z1 tr. SO; Hheep or Half-Rnssla, 



SENN^Tuberculosis of the Bones and Joints. 

By N. Srnn, M.D.. Ph.D., nnttior of a text-book on the "Principles of Bnr 
gcry," etc. Royal Octavo. Over EOU pages. Illustrated with lOT Engravlnga, taany | 

Price. In United States and Canada, Extra Clutb, SI.OO, net ; Sheej 
Half.RuBsia, Sa.0O, net. Great Britain, Cloth, e3a. Od.; Shee| 
Hair-RnsBio, S8b Fraiioe, Cloth, «4 fr. 60 { Sheep or Half-Rm 
30 Tr. 30. 
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SHOEMAKER— Heredity, Health, and Personal Beauty. 

Indudiug Ibe Selection ol tbe Beat UosmetlcB for the aVin, Ualr, Nails, and 
AU Parts Relating to the Body. By JoHS V. HhoehAKEb, A.M., M.D, Proleuor 
of Mnteria Medics, PbandaooloRy. Ttaenpeatica, and OUnlcal Medicine, and Ulnt- 
cal Frofeasor of UlieaaeB uf Ltae Bklu lu the Medico-Tbiiui^cal College of Phlladel- 
plliil. etc. Rojat Octaro. US pages. 

Trice, in United States and Canada. Cloth. Sa.AO, net; UnlC-MomcM, 
S3.G0, uet. Great Britain. Cloth. 14a.: Half-Monicco. 18*. Sd. 



1. Cloth, i 
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SHOEMAKER— Ointments and Oleates, 

if the Skin, By John V. Shokmakkr. A 

1 onlarged. 2Sfi pages. 12R>a. Extra Cloth. 

Price, in Cnlted States and Canada, Sl.GO. net ; Ureat liritain. S«. i 



SHOEMAKER— Hateria fledica and Tlierapeutics. 

With Kipecial ReferPnca to the Clinical Application of Drug*. By Jonu V. 
Shobmakbk, A.M., KI.D.. Professor of Materia Medica, Phammeology and Ther«- 
peatics. and Clinical Medicine, and Clinical frofessor of Diseases nt the 8kln in the 
Hedlcn-Cbirurgieal College of Philadelphia, etc Secoitd Edition, THaBO[TaBi.T 
Rbviskd. In Twn Volumes. Bnyol Octaro. Nearly 1100 pages. The Tolnniesmay 
be porcbasod eeparately- 

VoLUHS 1 (3&4 pages) is devoted to Pharmacy, general Pbannacology and 
Tberaiieutica, and remedial agents not property clashed wicb druRS. 

Price, in United SUtes Mid Canada, Extra Cloth, VS-SO. net; Sheep, 
•3.SS, net. Great BiitaiQ. Extra Cloth. I4i.; Sheep. 18a. Franoe^ 
Extra CTIoth, 1« tr. 80 j Bheep. SO tr. SO. 

VoLiiMK U (TOO pages) is wholly taken up with the consideration of drags, 
each remedy being ECndled from three points of view.— vis, the Preparation*, or 
Materia Medlea ; the Physiology and Toiicoli^y. or Pbarmacoloey ; and, lastly, its 
Thenpy. 

Price, in TTnited States and Canada. Eitm Cloth. S3.SO, net; Sheep, 
S4.r>0, net. Great Britain. Extra Cloth. IDs. ; Sheep. 8fih Franoe, 
Extra Cloth, as tr. 40 ; Sheep. S8 tr. 60, 

Each Tolunie is Ihoroi^hly and rarefally indexed with rlinical and geaeral 
Indexes, and the second volume nontaiDs a most valuable and eibaoative table of 
doses extending over several double-col nmn octavo page:?. 

SniTH — Physidosy of the Domestic Animals. 

A Text-Book for Veterinary and Medical Students and Practitionen. By 
ROBEBT HkADK Shith, A.M., M.D.. formerly Professor ot Compaiati*e PhjBi- 
ologyln Univeraityof Pennaylvrmia-etc. Rnyal Oirtavn. Over 950 pages. Profnsdy 
lllastrated with more ifaau 40O floe Wood-Bngravlngs. some of them Colorvd. 
Prioe, in United States and Canada, Clotb, SS-OO, net i Sheep. WMIO. net. 
Orcat Britiun. Cloth. 88b.i Sheep. 33a. France, Cloth. 30 ft. SO; 
Sheep, 3e fr. ao. 

SOZINSKEV— nedical Symbolism. 
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Children," etc. lamu. Nearly an pages. Exlra Ch 
with thirty (3U) daw WcMMl-EnKravinBH. 

Price, In United States and Uauiula, Sl-OU. 

5TEWART— Obstetric Synopsis. 

A Complete CompcDd. By Juhh U. Siewakt, M.D. 
ObstelTlus ill (ha Medic o-UhlrurEical College i>r I 
note liy William B. Btewakt, A.M.. M.D.. Em 

Oydncology In the Medluu-ChlrurglGal CoUeee ot PUUulelphla. 12 
203 pages. I'Jmo. Extra Blue Clotb. 

Price, In United Slates aud Canada, SUM), 
Francu, a tt. so. 

STRAUB— Symptom Register and Case Record. 

DeBigned by D. W. MtbaUb, M.D. Olrlng in plain view, on one al 
sheet 1% X 10!^ inehea, the Cllulual Reourd at the aiek, including Date, Ni 
dence. Oocupatiou, »yniptomB. Inspection (Auscaltatlon and VeKOttAaa). History, 
Ueepiratlan, Pulse. Temperature, Diagnosia, PmgaoaiB. Treatment (special 
ganoral), and Remarlis, all conyenieutly arranged, and with ample room for reootO- 
itig. at each call, tor four different caila, each item named ahore, the wbule forming 
a clinical history ot Individual cases of ureat value to every Praotitloner. 

PuhUshed in atiff Board Tablets. oC aO sheets each, at flO oenU, net, per 
Uhlet : and In Book-furm. fleilljle binding, with Aiphahetical Margi- 
nal Index, at TO scats, net. 

•THRESH— Water Supplies. 

By J. U. Thresh. D.acLond., M.B., F.l.U., F.C.H., Leoturor in Sanitary 
Science, King's College, London, etc. City Aullmritleu, Town Cnuncils, Levy 
Courts, County CounuilH. Fanuvrs, Owners ot Villas or Private Residences in the 
Country, Settlem in newly-uponed Dlstriots. Colonists, ate., wiU Bnd this little book 

score. Illustrated. One Volume. Crown Octavo. About 800 pages. Cloth. 
Frioe, iu the United States and Canada, >«.O0, net ; Qroal Britain. 8s. ; 
France, » fr. BO. 

^Transactions of the ileetings of the British Laryngological 
Association. 

VOI.UMK I, ISIil. Royal Svo, lOH pages. Clotb. Price. a». Od. (T3 oeuts, not|. 
Volume n, l«e. Royal Sv,.. 100 pages. Clotb. Price, 'is. ed. |Tfl osuts, net), 
VoniBKlII. ISIB. Royal 8vo. 106 pa«e». Price, Sa. Od. (7a cents, net). 



ULTZriANN— The Neuroses of the Genito-Urinary System 
in the Itale. 

With Sterility and Impotence. By Dr. Ultiibasn, Professoi- ot Genllo 
Urinary Diseases in the University ot Vienna. Translated, with the author's pet 
mtsslou, by Qardnek W. AttKN, M.D,, Surgeon in the Genlto- Urinary Depart- 
sent, Boston Dispensary. Illustrated. IZmo. Extra Cloth. 

Piloa, In United Stat«s and Canada. •1,00, net; Qreal Britain, Ss-l 
France, fi fc. SO. 
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VOUOHT— Chapter on Cholera tor Lay Readers. 

History, SjtDptfliDg, PiefenCton. and TreMment of Ihe Disease. By WaxTkb 
VotrCHT, Pb-B. M.I)., lata Medical Director aad Physician-iD-Cbarge of tbe Fire 
Island Quarantine Station, Port of Kew York ; Felluvr nf the New York Academy of 
Uedicine, etc. lllastratcd. 12inii. lOSpnges. Flerible Clocb. 

Price. in I'niteil Slates at>d t'anada. IS oentB. net; Great Britiiiii, *».; 



WITH ERSTINE— International Pocket Medical Formulary. 

Arranged TlierapeuticaUy. Bj- f. Sum.iek WixHERaTIBE. A.M., M.D.. Vis- 
iting Pbyslclan of tbe Home for tlie Aged, Germantawn, PhUadelplila ; Ikle Huaw 
SnrEeon to Cbarity Hospital, New Torli. et«. Inclnding more tban IMW rarmuls 
from BeTerel hundred well-known aatborities. WItb an Appendix eontainini; a Po- 
solDfileai Table, the newer remedies included i Fonnute anil Doses ol Uypndennatk 
HedicBlian. inclndlng the nexer renieilles ; TJses of the Hypodermatic Syringe, etc 
375 printed pagee. besides extra blank leases for new fonnulK. Elegantly printed, 
with red lines, edges, and burdere. Dlastrated. Bound in Leather, wiiib Side-Flap. 
Price, In Dnited States and Canada. Sa.OO. net ; Great Britain. 11*. Sd. ; 
France, la Ijr,40. 

YOUNfl— Synopsis ol Human Anatomy. 

and Nameroos Tables. By Jahss K. Youko, M.D.. InBtmetor In Orthopsdic Sur- 
gery and Assistant Demonstrator of Surgery. Ui^rerstty of Penusylninia. etc 
niustrateil with 7« Wood -Engravings. 320 paees. J2mo. Extra Cloth. 

Price, In United States and Canada, S1.40, net i Great Britain. Ss. 6d. ; 
France. » f^- Sfl- 



The following Publications are Sold Only by Subscription, 

or Sent Direct on Receipt of Price, Shipping 

Expenses Prepaid. 

Annual of the Universal Medical Sciences. 

A To»rly Report of the Pn«ress of the General .Similary Scioueos Tbroagbaal 
tbe World, Edited by Chasi.ks E. BAJOrs. M.D.. formerly Lecturer on LaryD- 
golnityand Rhinologyio JeSersou Medical Cnllege. Phil adelpMa, etc., and Seventy 
Associate Editors, assisted by over Two Hundred Cnrrespuuding Editors and Col- 
laborstors- In Fire Royal Octaro Vnlnmes of about GOO pages each. Blnstraied 
witltChroMo-Lithographs, Engravings. Maps. Chsrta,and Diagrams. Being Intended 
to enable any physician to possess, at a miKleraie cost, a complete Contemporary 
History of TTniversal Medicine. 

SuhBcriptinn Price per year (mclnding the "Universal Medical Journal" 
for one year), in United t:<tates. t'iotb. 5 vols.. Royal OcUto. SIS-OO; 
Half.Rn.isia, •KO.OO. Canada (duty paid). Cloth. •16.00: Half- 
Russia. S31.00. (ireat Britain, Cloth, «*7».:Half-RnS5in,«5 IBs, 
France. Clolli. S3 tr. 9S : Half.Rtissia. I>4 tr. 33. 
The "rTniversal Medical Journal" is a Monthly Review of the practical 
branches ot Medicine and Snrjrery. and is mpptied free to the suhscribers to the 
"Aonoal"; to aon-snbscrlbers, M-OO per year ; Great Britain. 8*. fid. 
(18) 
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ADAMS— History of the Life of D. Hayes Agnew, n.D., LL.D. 

By J. HowB Adams. M.D. A (aacinattQg lifa-lilfitury o( ona o£ the wurld'u 
greatest anrgeona. Royil Uctavo. 376 pages. UandsaiDoly printed, with Portraiu 

Janada, Extra Cloth, mt.SO, net. ; Hilt- 
Mdidcco, QUt Top. S3.fiO, net. Qieat BrilAin, Cloth. 14i.; RaU- 
Morocco, 19b. 6d. France. Cloth, W tr. ; Hair-Moroceo. a« rr. 

KRAFFT-EBINQ— Psyciiopathia Sexualis. 

With Especial Itefurenee to Contrary Sexual Instinct : A Medieo-Legal Btudy 
of Sexual Ineiinlty. By Da. R. vox KRAri-r-EB ma, Professor of Psyohiatry and 
Nenrology, University of Vienna. Anthorleeil Trauslatlon of the Boyenth Enlarged 
and ReTlfted Uerman EdiUou, by Chahlbs Qilgekt Cbaddock, M.D.. Piotesaor 
of Narrona and Mental Dl»f asea. Marion-Sims College of Medicine. SL Louis. One 
Boya] Octavo Volniue. 132 pages. 

Price, in the United States and Canada, Clotb. ■3.0O. nut ; Sbeep, »*.Q0. 
net. Oreae Britain, Cloth, ITS. i Blieep.Uls. France, t'toth,18fi'.flOt 
Sheep, 34 fr. 6U. 

RANNEY— L.ectures on Nervous Diseases. 

From the Bland-Point of Cerebral and Spinal Iiocaliiation, and the Later 
Mothciila Employed In the Dlagncisia and Treatment of these AffecUona. By AM- 
BHoaa L. Rabney. A.M., M.D.. toruierly Profosaor of the Anatomy and Physiology 
of the NorVDUa ByBCem in the New York Post-Gradnate Medical Hohool and Hos- 
pital, etc. ; Anthorot "The Applied Anatomy of the Nervous System," "Practical 
Medical Anatomy," etc. Frofnsely Illnstrated with Original Diagrams and Sketches 
fii Color by the author, carefully selected Wood-Engravings, and Reproduced Plinla- 
graphB of Typical Caaea. Royal Octavo. 780 pagea- 

Price, In United States and Canada, Cloth, Sfl.SO; ijheop. S6.SOi HBlf- 
Rnssia, ■7.00. Great Britain, Cloth, 33b.; Bhl■H[^ ■tSs.i Half- 
Russia. *0». France, Cloth, 34 tr. 10 ; Bheep. 40 fr. 4a ; Ualf- 
Rnssia, 43 fr. 30. 

SAJOUS — Lectures on the Diseases of the Nose and Throat. 

Delivered at the Jefferson Medical College, Philadelphia. By Charles E. 
SAJOUS, M.D., formerly Ijcctnrer on Rtainology and Laryngology in Jefferson Medi- 
cal College ; Vice-President of the American Laryi^ological Association, etc. Illns- 
trated with 100 Chromo-Llthograplw, from Oil-PalntingB by the author, and 93 
Engravings on Wood. One handsome Royal Octaro volume. 

Price, In United States and Canada, Cloth, a4.00; Half-Russia. SS.OO. 
Great Britain, Clotli. »8b. Od. I Sheep or Hnlf-Runsia, S8». France, 
Cloth, 84 fr. 60 i Half-RusBia, SO tr. 30. 

SCH RENCK-NOTZ I NQ— Suggestive Therapeutics in Psy- 
chopath i a Sexual is. 

By Db. a. TOM ScHRBKCK-NoTZiNO. Of Muulch. Aothorliod Translation of 
the last Enlarged and Revised German Edition, by Chables Gilbert ChacdocK, 
M.D.. Professor of Nervous and Mental Diseases, Marlon-Sims College of Medicine, 
at Louis, etc. An invalnahle supplementary volume to Db. R. ton Krafft- 
EbUCS's masterly treatise on '■ Psych opathlo. Sennalis" (also translolfld hy Dr. 
Chahdooe). a kind of hand-book of the treatment of Sexual Pathology upon 
Bound and effective prlnciplea. Royal Octavo. About 360 pages. NbahLT RbadT. 
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STANTON— Practical and Scientific Physiognomy. 



I Head Fsi^es. 
veyed in tbvM 



ABY Olbhtbd Stamtoh. CiniioUBly lHus- 
xea. 1235 iiuKBB. Tu pbj'tiiulaiiB tliediagnoatic 
lies is inviduable. To (be general [eader 
eocb page opeiiB a Dew tialu of ideiu. (Tlite liuuk ba» no refeieute wliatever to 
Pbtenoluey.) 

I'riue. In United states uid Cauadu, Uloth. VS.OOi Kliee|i.Bll.CKI : Half' 
SubbIil, aiy-OO. Qraat Brilaiii, C'toin, 48s. ; Sbeep, dSs. ; Half-ituBila. 
63b. Frina!.Clotb,30lr,30! SLieep. 3Qrr.40; Hall-Ruwla, 43 Ir, 30. 

""Journal of Laryngology, Rhtnology, and Otology. 

Au AiialylJcal Keoord ol Current Utaratute Rcliiting to Uio Throat, Koso. lUid 
Ear. Issued ou the Fiist of Each Month. Edited by Dk. Nokrib Woi.rKNDCii, nl 
Iijndon. xaA Dk. JoBn Macistvbe. ut r.la^t'ow, with tlia active aid and co^perm- 
tion of Dra. Dundas Grant. Barclay J. Barun, and Uimter Maj^keiizie. 

Price, 13». or SS.CM per annum (mclueive of postage). For single cnptes. ( 
bowever, a ctiaige uf la< 3il. (30 «entit] will be maile. Bample Cop;, 



The Medical Bulletin. 

AMontMyJuiiriiBlof Mediflne and Surgery. Edited by JoHBV.HHaKKAMl 
A.H., M.D. AnlGles by tbe beat practical miters prucarable. Ereiy arttel*9 
brief as is consistent wilb tbe prveeriBtJou or its scieutiflc lalne. TherapeaUa mOa 
by tile leaders of tbe medical protesslon tbrongbout tbo world. Tbese and uUHi] 
other nnlque features bdp to keep Tub MkdIoai. Bui.i.E'riM in its present poaitioi: 
as the leading Mbdidai. Monthly of the world. Bnbscrihe now. 

TemiD. St-00 a Year in advance. In United Slates. Canada, and Mexico; 
England and Anfitralla, 6 shllllnes! E^nce, O bsucs ; Japan. 17M1) 
Germany, H marltB i Holloiiil. 3 Horins. i 

The Universal Medical Journal. 

A Mouclily Magazine of tbo ProBrass "t Every Branch of Medicine tn i 
Parte of tbe World. Edited by Cbablbs E. Sajoub, M.D., Editor-in.Cblef of U 
"Anuoal of tbe Universal Medic3al Buicnres." 



*Medicat Times and Hospital Gazette. 

The Journal of tbe Medical Praclitioncra' Assouiation. Publisbed Weekly^ 
11 Adam Street, Strand. London. W. C. 

Price. Sd.i by post. SJ^d. Per annum, post-free. a«. i hal 1-yearly, *». * 
quarterly. So. ed. Abroad, Wa- 6d^ per aunani (S3.00J. 
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